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(57) Abstract 

Acylamino-substituted acylantlide 
derivatives represented by general formula (I) 
or salts thereof, and a pharmaceutical 
composition comprising the same. They have 
an anti androgenic activity and are useful as a 
prophylactic or therapeutic agent for prostatic 
cancer, prostatic hypertrophy, defemination, 
hypertrichosis, bald head, acne, seborrhea and 
the like in which androgen is involved as an 
exacerbating factor. 




(5 7) mm 



r3 r 4 r 5 r 6 r 7 R 8 

(I) 



fir x > i ' 



A L 




F I 


74>y> K 


LT 


AM 




FR 




LU 


AT 


$-* k y r 


GA 


LV 


A L' 


GB 




MC 


AZ 




GE 




MD 


B A 




GH 


f 


MC 


OB 




GM 




MK 


BE 




GN 






B F 


. y T v 


GW 




ML 


BG 




CR 




MN 


B J 




HU 




MR 


BR 




I D 


MW 


BY 




1 E 


MX 


CA 




I L 




NE 


CF 




1 S 


T4*y> K 


NL 


CG 




I T 




NO 


CH 






B* 


N2 


C I 


— > 


kl 




PL 


CM 


KG 


PT 


CN 




KF 




RO 


CU 




KR 




RU 


CY 




KZ 




SD 


CZ 




LC 




SE 


DE 




L 1 


y tf^a^^ 


SG 


DK 




LK 


* y -7^ 


S I 


EE 




LR 


SK 


ES 




LS 


uy h 


SL 



y ^7=7 

7 h?<<7 
xy=—f*y 



SN -t^ifjv 

SZ TsWysY 

TD ^-t-K 

TG h-=f- 
TJ 
TM 

TR h/U=» 

TT M-^? K • h'<=* 

ua »??>r-?- 

UG 

US #§ 

UZ ^X^**^ 

VN VjxhT-J* 

YU a-i-^7^7 

2W ^^T^c 



WO 98/22432 



PCT/JP97/04174 



wwrn 

>f^ffl*BJSg tdJiO, ^ftrt-ea * Mf1Uflfc*£$-fr5 (Prostate 
Suppl.45-5l(l996)) = T>Kpy^^ii#,iai : -^5^.Sm, ItftM, HU^M^, 

9-81332) ^*ne>ix-CV^c 7/^5KSfl:^tt0iryKoyyfPffl«:*<, ttWKJ:oT 

^^X/£t<7)X'foZ>k%Z-btlT\<^0. Med. Chem 31, 954-959 (1988))= %tz, t'tJ/U 
?^ (GB 8, 221, 42l)i>®tlZ.mtm^r±Tb£i"iX}o<0, GB 8, 221, 421 CH7y 

-/^L<l^^)^Tl)-^(Xtt^TD71)-/l')T^T'g^^n/cT/l'^y^^T*fo 

- 1 - 



WO 98/22432 



PCT/JP97/04174 



-H, Jj>\'tf-,'l'T*;TthT=-Wm'4l.<fctlXtt, US 4, 5H2, 251.3, t7y-/P 

V^c BP*>, ^W c f«I^Wifffl<-«t2)<}r#X.^x6^:tai<bfL» > ILMJffi (Semin. Oncol. 
18(5 Suppl6) 13-18 (1991), J. Med. Chem. 31 954-959 (1988)) ^ftJWf£fflKJ:37=l'=*h 
^ffl(DHI(J. Urol. 153 (3 part 2) 1070-1072 (1995)) *n?*>3„ tfK, -tftiUMft>tttt(w 



R 7 




(I) 



WO 98/22432 



PCT7JP9 7/04 174 



R' M : 7j< M X rtte»T /H6 
n:0Xlil 

R\ R r \ R°&l>'R : : l^|--Xrtjft*oT*KKi : f-, ilM^Sr-fiLTi ^Tfc&t» «T/^^ 
T4>J;<, Xli, n^icot#R s tR c ^-^t/<eoT, ^oT/^^>£Wj«LTtJ:v^ 

tvom*^-, ) 

Y: 5fc — C— — S— — C-N— -C'Tj^TVSg 
X, ' (0)m X R" 

R 10 :7K^^^X{ii£iKT/^/i'S 
X»:«*JBJ(-T-Xttflt<tJSC-?» 
mrOXItl, 2 

fat, Y##/U7n , -A'£-cfc*), RWs^pry-^sow^tt, ww^tt-* 

5E£#*L<I1, R 4 XliR 5 , R r 'XU ! R ; «i£il7AJE-;i'lgL<li77^^$«ii 



W ° 98/22432 PCT/JP97/04174 

7)\s*i\<mfabt&m&wfozt&w&&tt\.x^x^ 

'^*^mx*hZ7^>i'7$;mi&7*>;i'7-WffimfcXtt%<n&; 

N- { 1 - [ (4- i/7y— 3- hU7/U^-p>f-;U73i— /P) #/W<^/U] - ] - 7^/101^ 

N - { 1 - [ (3 , 4 - ^i/7/7i= /U) /W] - 1 - ^ /Hn f - /u } - 4 - 7iVira. 

N- { 1 - [ (3 - -4 -< ^7V 7j=^) 1l )l>/ <^f/U] - ] - ^/n^/u} - 4 - 7 
/l/^-n/<>X75K; 

N-{l-[(4-V/Ty-3-hy^/L'^-D^ i 9 1 /J^7 J in/U)^7/U/<^^/L,]-l-p<^/U3i^ 

/W~2, 4, S-hU7/M-p-<>XT5:K; 
4-^nn-N-{l-t(4-->T/-3- h!i7;^n^^7x=/U) * ;W<^/U] - 1 - 

tit. T^/WT5/B*T^T=yh1«i»*Xtt*0»ISII^6<>lw»«$*l5 



-4- 



WO 98/22432 „™-,,™„„. 

PCT/JP97/04174 



i^'tx^xh^Tv—^m, TyA'tr-frSt, 77;^/^, s<y\?>mtmi\ 

R\ R 3 , R 6 &TJtR^ciio^Trg^S^^LTV^Ttm^<£i^T^/uSXItT^/^/i. 
tf^/l/, si^/P, n-^PhVP, -fy^ntvu, n-^f-zW, set— ^/W, ten 

rr^>r=/uSjttrry-/w-fisftT/^-wy-jtrjg:i*L, »*L<iic 6 _ 10 7-u-/u 
-C 2 . e 7/i'tr~ frSiXhV), y^~/u^7-=./u, -?^=.>\,-?us<-)\, y t7f/nf-/K 

rfi«r/u=i^v'Sjttr(SjftT^^-o-jSrt?fei-a B 

r<fi*gT7u^^^u^;i.Sjfi:ri£ar/u^^-o-c(=o)-j^E^1-5 :: 
rrar^y-r^Sj tt r^T/^/w-c (= o) - j £ £i*-r5 s 



WO 98/22432 



PCT/JP97/04174 



r ||67 /u a Af /ur *y 2£ j It r (ftflftT /u* /u - c ( = O) - N R' 1 - J :«* L . R " It # 

r/Nnyyi6^T/U3^Sjltr/Nuyy(6if»T/l'= l r^-0-j^E*1"'6, 

ri/^nTA^/u*jtta--8jlttlPftft**«4rS*L, »*L<lt3~6ftW^PT/P 
r^nT/W^l/>Sj(tJif£c0^nT/U^/UW^^^2-O(7^WT^:: 

/-c(=o)-j^&i*-r5 = 

^^TPff, «^|JK-?-rtlXtt2fiW3Nry5T-il*$ixTV^Tt>«t<, 

f9 % /— ^. t^v, t"y^>, ey^>, bvry—^, 

3-*t z 7>, yyy, t'yis, iht*V?y t ^7'/-/u, >fy*Ty*— f-TfxV— /u, f 



-6- 



WO 98/22432 



PCT/JP97/04174 



ptu-/^ltii^>k-^, -tv-ok-A', *yy>, -<.y*yy>. ^/f^7i>, -< 

y/f7/-^, <0*/7Ts, ^vV77^>m/mtfhfr6, 1A*L<\% t r y>>, try* 

— a*£i*, ±EW5X{-t«M^-rnTy-/^S l *i"5 r . 
rRW;Js-#t#oT£Sil^n7A^U^ 

xR H /tw.&xx^mmw^kR 7 -/m&ix\<^mm^ 

7i?tr>#j*s W$>*i,, fo-A/Xtttr^y^^SL^ \ 

i< , %*ib<»tti/Y\m mfc&-t'<x&$i-zt> 

(4, l«7I»S*ttfle03F*»#II!(^**1-S»^t*)»J. rft(lg^<(R)<*, (S)ft$</J> 
-*i&£&#1-3i§£k<fc9, (Z)#, (EJflc^fiOgMSrftttfr^fi-l-S, £<ait&*ri- 

wtm®mL<\zm®Mmtv>m.x-ibQ, ®m^mm®L?zww$.L\.\ zti&o&k 

LTI4, afrfbfcSSlS, M, m&BL<ltim%comm, 

Xlt^rife, 7'pt c ^->-^, ->a»>K, -rn^it, p/^jfc, vu^i, ?LSsr, 

y>p*6£, iB^Tfig, 7^$, y^>x/b*>B£, p:^;^*^, ^>if>x/u*yg£;gL 

%k'm®&m, x.*-*t$>, ^y-^r\y^o>^mm&, v>>, 



-7- 



WO 98/22432 



PCT/JP97/04174 



temmm^^xt&w-fZ:.. 

(II) (HO (I) 

*«ifife»±. -»(II)-C^$iv5ffi^T-y>Xli^cDlIt. -«esC(III)T'^^5 



-8- 



WO 98/22432 



PCT/JP97/04174 



%fct> '^r^m^mmxa sts *± 6 1 i , * i-aste**? /u& non-arT us traits 
sMSKawMtt, ^^^ddk, ^-tfy/u^oyK, xmtm, EMitm, **->mm, 

0)3L7sy-;\s1&, 7±h—}-V^, N, W—K/ttft' ttf\sJ*T \ K, N,. N-S^-A'T-fchTSK, 

T?>, hy=t^T§^, n, N-^f-;wr=y>, \?\)*j>, 4-(n, N-v>v^^T=y>, 

t°y^>, t^U^, ;\sfJyftt*(»&m(»ftl£ rtzlxl&^Zc/y/A, fi*t*R«HiiifT$-fr 

J&SSjfcU^SH^faM, w^«t')^^aiLTflGreene^U5Wuts^, Tprotective Groups 
inorganic SynthcsisJ^2JSlJl|2it^g|S^^lf rHfe*RtS*#(^ 




-9- 



WO 98/22432 



PCT/JP9 7/04 174 



/l"T5>, hU^^/l^T^^, N, N-^f-zUT-yy, fc^vV, 4-(N, 




(la) Ob) 



it® (lb) *K3t+S*l!fe-C*>5o 

- 10- 



WO 98/22432 



PCT/JP97/04174 



zwj;otiLT»it*nfc**w<b^ttrt. torn, 

mmmmn, mm, mm, ma:.- mm, ^m^^/yy^-moy^ 

1. thr^Kny^g^fricm-siB^jSttfkf^ffl 

SV40 t^K^~3tfc^££CTte&fc(ttIR# 

CHO ftftfr, itt& 100 mm ©JMS»*fflf f -f5'5'afc 1 X 10 6 M£, 12-18 R$inft 

- 11 - 



WO 98/22432 PCT/JP97/04174 

GENETlClN®(^^-W-»)^r^^^ 500 u g/ml tt&i/AZMKtu 1&\WW\k, 
#L£(CHO/MMTV 

iEtfSHSKLT SV40 U*-*-££^££^Ki|te&#£I&^L/c ; : fcffL, SV40 

(CHO/SV40 ttWRffl&U 
a)th T>Kp^>SSff{c:*ri-S«E¥ett{bf^fflw8¥<0i(agonist f^ffl) 

CHO/MMTV $^jf te*frj«te*J J:rjc CHO/SV40 ££fl$ff£fttt*D£!€:. ^ivf 

flULfcc ft^SjgJjP 18 1% hyh^-X*5«trj« ]0% ^Wro— /Hfc£t?*fK 20 /i 

1 ^D^.«BISSr^»L, 0.47mM A^7*yy^tfA^>7x5— tfSftifc 100 u 1 £AQ 

MMTV-LTR &¥f?H$:f"fc*3J:U<, ftttRft* SV40 "7 ^-^Hte^SttftilJ: ^ 

xmmik&mzxzfc^femkftmz iiimdht (^0j*wsft5is*jgttfcaji-5 

00(X-B)/(I-B) 

I:lnM DHT ^ML^#^CD(MMWyl->7x7-t'^)/(SV40/l'->7 3 :7-t'Stt) 
B:te^gx-<^(MMTV/l'>7i7-t'Stt)/(SV40/Uv'7i7-t'St*) 

X:*|g^^^^^JnLfra^W(MMTV/l'y7i7-t'^)/(SV40/l'>7x7-t'^) 
b)kh T^KP^^^^^ld^-rSfe^gtt^iqi^M^M (antagonist fftfl) 

CHO/MMTV ££BKte&#»:to CHO/SV40 ££^S5*B&ffc&MS&, ^etvf 
n96well «^ffl^x/-7V-h(- 1 x 10 4 «#, 6-8 B$K^(I DHT(S&»J£ 

0.3iiM)i:raii*lc*«M<t**4r«a!«Lfc:, ffc&Man 18 |R]ffc£ i% MJ|^-x fcj:7jc 

10% ^-fen-/u^tf»tt 20 n \*to%.im*m*L, 0.47mM /US/7*y>fc£t; 



- 12- 



WO 98/22432 



PCT/JP97/04174 



tb T>h'vyy§:®m~&Z> MMTV-LTR mmfittiittelV*, imi&Mt SV40 '/ d 

*m\it&¥M MM'mmAmmft-mz o.3nM dht ^xm^n^mmtiz 

PI*#i(%)=ioo(r-x"V(r-B) 

I':0.3nM DHT O^^*PL7bii^»(MMTV/i'y7a7-t'^^)/(SV40^y7a7-t'f£t3:) 
B:^^gTO(MMTV/i'->7x7-t'^)/(SV40/i'->7s7-t*^) 
X:*%m\t&%!)b 0.3nM DHT %mmzmt\ltzM&0(MMTV* : /?x7--t'm 

±IS^^-fer^HlLrtPiS^^ 50%^S*Si^te£^o$^<b ic 3( , &#*>tc : 



*1 





b) antagonist f£JH 


a) agonist f^ffl 




ICjo(nM) 


io » M.mmmom'W{%) 




0.87 


1.9 




0.56 


0.5 




0.75 


1.4 




0.71 


0.4 




1.9 


0.3 


Bicalutamide 


0.88 


18.9 



2. ^m^yyvo^^v^^ymm.mtLmnmmmm'm\m\m 

^nt^^^h^DVli 5% ^/-/t^tf*l||lto(^?L^h#fi lKg htdO 
0.5mg£&7&4L7":: : , *3PJHfct^l* 0.5% ^f/Ut;Ua-7Ml:»LiPj$4L 

ik&voo>$ii iLm&mmtovmi im n? ° t : kx-t-d j;^ « w it 

- 13- 



WO 98/22432 



PCT/JP97/04I74 



WJflf | J'^(%)= 1 00(B-A)/(B-C) 



*2 





m tLumm^mmmm <%> 

(lOmgflcg p.o.) 




79 




79 



m-imm, %m. t>y±^m, mum, mi, mm^xma&^, hz^nm®., 

ttgnft-5-<D»£j«AlHM5«90. Ol^lOOOrngftflt, *f*L<fiO. l~100mg, #£□ 
S4-«9»gl«AlH3»H). l~100mg, »*L<ttO. 001~50mgiiarCiW, ~*L&llEl 

- 14- 



WO 98/22432 



PCT/JW7/04I74 



ffl«rfi^t-S. «8«3WtLT»i. Wtimitfflli^^O'tltl*/)' 

«3&saw5 s ^n£.otmmo\-±t$h\mmi mm, mtm, #tm, ^{trnmatt. 
xixmmitzti&e tit, ztibftmmmftm&vo&mmL, &mmmm*xim 

2- (4 - 7^;fW:c= A^A^jtesytT^y) ^yfijy^/V' 
/WT^2. 23g, p-7A*iru7*=.A'ZJMte=.A>9uWl. 95g«rHHWiSTLfcft, TArf 



-15- 



WO 98/22432 



PCT/JP97/04174 







#SMHl-2 


2- (4- y*vtYJ'<>>:/s(/i>7i/) 2- ^7\jy<yJSix/i' ^ 






#%fl)l-4 


2- (4- i/TS*<y % M/l'T$/) - 2 -^/U7 r n^>gfe^/-/u 




2- (4— 




2- (4 — 7/^u7a:=./UX/^=./l/T$y)— 2- .^/l^rJ^Vfifc^'l*' 




2- (4~^l*n7*— /U^^*=.^T5/)- 2-^/^»:^OSf/f"^ 




2 - (4 - ^h* v/*7.^;u^ /Utfr^TS /) - 2 - >^ 'UT'ri v 




3- (4-7/W*u73i^/^/Mv-;WT$y)7 P ui/^yfife^-/U 




3- (4- 7^tw7.x- *l>Xfrfc=-tl'T$/)'79y1lt/ 3 3-'l' 




1 - (4- 7/l^ha7.t=. /U;*/!/*— /UTS /) i/^n^otf/U^/UdivK/^/W 




1 - (4-7/P*i^<>/Y^7S/)i/^u^ae/P*/Wd?>'Bf^/W 




1 - (4- 7/U:tn^x~/u;*/M-~^ 


#%ff|l-14 


1 - (4 - 7 'I'*'" /-< /UT 5 / ) i/f \j<<>t? /u* g£;*f- /u 




l-(4-7;u*u7^/ux/u,-r>— /U7$y)5/^D*x*t//U*;U3K>|jyf-^ 


*MtMl-16 


1 - (4- y/^rJ^/^/UT^y) v^n^ix/l^/U#>»yfvP j 


#%«1-17 


4- (4--7;^n^<>/^^Ti:y)'xh-7tKnf^>-4- #/U*Vfi£;^u 




3- (4-7/^o-<^^/UT$y)-2 ? 2 r 3-hy^/^^>6^^^ 



##0*2-1 

Tlw**/-^«*Lfc!l, 7k&T, lNiI&20ml£i®TLTpH2£L, Rg^?vK50m 









2- [ (A-y^uy^)V^it^iV)^iV7%j'\'fu^m. 


&2-W2-3 


2- (4-7/U^-n^y , W/WT$y) -2-y^/P7 , n/«>gf 


&m\2-4 


2- {2-^'^>y^^T%J) -2-^/u7zi/<y& 




2- (4- S/77"0*/-f A-T§y ) - 2- /fvUr/n/^K 


#%#J2-6 


2- >\'-*x-i* : ?-*"<>V'< >\>T%S) - 2-^^-fa/<>Wt 




'I- (A-7 >V-fruy iVKiVifr— >\sT%/)-2- tf- >\>-7 , vi'<y'$fc 




2- (4-— hi-'^in/U^/U^^^T^y) -2->^^-TrJ/<>gjf 


#*HM2-» 


2- (4- ^h*->7.t-/l'X/^-^7$y) - 2- ^/U7"u A>j$£ 


#3*0J2-1O 


2 - ( N - ' <> 5?/Uaj-4h> -4-7 /U*n- <>X7S K) - 2 - >^ /Utfa 


#3t#j2 - 11 


3- (4 - 7A^o7.x— /W^M^^T^'/n,, 


#3|0)J2-12 


3- (4-7/P^-n7 3 :=./U^^=./UT?/')^^K 


#*W2-13 





- 16- 



WO 98/22432 



PCT/JP97/04174 





j - (4 - ^/u^U'<>:/^>uriy)'>^u7'PtVu^/u?jf>Bfe 




1 - (4- yyi^rJV.^ri/Ux/M^^ 












i - (4 -- ^/k^rj^yVyUTx / ) u ^-V*> /W* >t^>g£ 


#%{*J2-19 


4 - ( 4 - -7 /Ush <> y /U 7 x 7 ) -r |^ t: K ^ fc"^> - 4 - * S£ 


#%#J2-20 


(4~^/u^-i^<>y -Y^7iy) 2.2.3 H*y^->u-/#>Bfc 



*/l^7^\5mli::jgfl?Lfc&, i^i£;WA320mK&}jn;L, ^ffiTlO^FnW^L^: J5£ 

2-^^^^i/^^7jt*=^T5:/7'n/s>g^H. 69«^N, N- v^^/UT-fel-TSK70 
ml60iS^», -20iC{^*|JLfdg, f-^/WoyK.s. 93g»TLfc, T/w=jV#1| 

*200mlT-a#L, S(^@7K20()mlT'2IsIi5fe^Lfc^, ^^^-v^^^^T^t^L 











#%0J 4 -3 


2-'<>^P^"df *yij^s.^T%J - N - (4 - *>7/ - 3- HJ7/U:*tj >f-^ 
7*— ^)-3-^h#'>-/py«>T$|-' 
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T'30aofc^, pH2(C*S*TlNjftK4:Au^.. 3C)()mlWgm^^T'3Etea:5L/;:, ft 

4-T^-2-h])7^o^/^yy=.hV^5. 0()g^^no^/^20mHij§/y¥L, Ok 
fch})7/l>*n&®5. 31ml^B^^ilT30^»L/i : Jh'aSL/^ H B B ^jgfxL, ?pp 
*/UAT»LflJgfL^3. 93g£&it s 
#Mffl|7 

^SH^hy^AO. 22g£N, N-SW**yUA7SKl0nilWWBU ±|S4'-xT/ 
-3 t -bl)7/u*r>**/i>hV7A'*-nT-tb7=.VFl. 41g*flJ;Ucf l &T30#fll#L/i a S 

2-(^^ , >7^)-2-^f/l'7n^^xf/|, 
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2- (N-'<>v ? /U^^-4-7/^d^>XT5:K) -2-^/U7"o/N £ y^xf^ 
2- (^SM'ahfrS/TS/) -2-^/U7 : n^Vi^i^/U0.85 g !J^>»« 10 ml 

0.68 g &Jbn*_, 10 NFMJbqJftitaELfc, KJfc#iKfc«EET» 

m 0.95 g 

#%WlO-l 

#%0i|4 - 1 -C^fifeLfc2 — S^/U** v#/WKn/U7S/ — N— (4 — >7/— 3 — V) 
~F, S^/w*/w>VK79()mg, H^yf^^^^^^/^-x/U^flceoOmg^rlili^^l^, 

JO*., ftH6^^50ml-C3@ttmt. *«»&li*«taH'^>^iH-Cftj»L^ s «JET 
(»J&) 

2-T^y-2-^^7 s nt'^t-i^277mg$:N, N-SW-/U7*hTSK3mlUSB»L , 
-10 f iC(wT^-^pyK0. 206ml^P^(^^(;Tin$Mr#L/c 3 ^^T4-T5/- 

Rfcrnm^fczm^ mm^^mmk, i^^mttvw ^immx-r^m:^ 
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HTML » »bixfc*f»ftS:*>y *y ^*7A ; ;d7 |^/77^-i:tjfSa . *na;jx/w* 
-y^y-/u(97:3)tSttlttJ:9*j!Sft^tt4()0mB*Mfetttt»i:L"C»fc:- ElwSHKlac 

# ##y io~i tra«fcWTO##f«fc£jftLfc B 

##0!|lO-2 

2-T57-N-(4-->Ty-3-h!J7^n^^ J1 -/i,)-2-^/^n/s>T5K 
##C»J10-3 

N— (4- $/T^ -3-^7*^**^7*=^) -2-^/u7ny>T5K&6£!fe 
IMtWll-l 

2-T$y-N- (3, 4-'»T/7x=./W) -2-^/^X2/07^ 

(1) 2- ^^^^PS/* /UjfcvUTS,/ - 2 - &-A''7B*<l4Kk30iikN, N - i?*f-tl>T± 

^#iar, [^i&KT?mra«j*L^. 4-r$/7*n=hy/n8. 2 g <irN, n-^ 

^^r-feKT5K70ml«fi^-ffiS:ifiTL, lUJ&Jf T7n^, !E(;:otT18B#ra«#Lrt: s R 
£$£g£8^7^T*«f&, ^fPfiW7KT»L/c = 1N*£K, fi&fpJfiffc^Wi* 
TK^T-gfe^L^, **«B*-r^S^AT|£*Lfc« «±T<C«£ig£L, ffiiM 

(2) #^n^ffi^ B B B ^^np^>'iO()mU^^?L > *#TiW ^*/^K25ml, £7 
fvW*/W7^K25ml, H7^'fb^ , 7*v ; ^^-X/l'0li$:i5ml^P^ > MTlBIIIil 

#aj«i l - 1 mmiz.UT(t)&%WZ'£f$.lTz... 
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#'%0tJ12-l 

2 - T=;y — N — (4 — y7/-3-l J J7^tn^;U7x- /U) — 3 -/V*i/'S ny x>T< K 
Am\*lM7L, mM.T- 1 BSRHtH-'L^ SJtettt-^/-/Hml, *30ml£JfiJ!WJP 

###J12-2 

1 - N- (4 - : *sT; - 3 - h^/l'to/f /l'7i=/K ^ P^/Ptf/Utfdf I^K 

##01jl2-3 

3-T5;y-N-(4-^Ty-3-K!J7/l'^a^/U7^/W-2 > 2-/7f/l'7o/^ 
T5K 
###Jl3 

2-T^y- (3, 4- vH'T/?:*^) 

#%#Jl4 

1 — <>i?/\/ttis%;\'7&~/l'-2—^/\'-7 : u})y3. 2g2rl, 2- v^Dnm^iOml 
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##0ijl5-l 

[4- (4-7/W^-n^<>'/-i'/u) T$K]^D^dr>/u#/w#Vfi£ 

4-T^/>'^D^df >>/^/P/J?>g^(cis Iran* WR-g'to) 1. 43gSrl«JE*«fffc-*-h 
#Wl5-2 

1 - (4-7/P^n^<>/^/P)Tif r ^i/y-3-*^VfiS 

Ref.Ex.:##^J#^- AcOEt:ftfifcc?vl' 

DATA :fclHtf£WtfeR Hex 

NMR EtOH 

(ftKWIEUfe^fiRU, DMSO-d 6 , (EthO:£*tf-/Uo:— 

TMS *r?$)£) 1,2-diCl-Et: 1, 2-^nai^> 
mp t 

*3 



Ref.Ex 


DATA 


1-1 


NMR: 6 :0.77(3H.t.J=7.3H2).1. 40-1. 66(2H,m),3. 40-3.64(1 H,m),3.68(3H,6), 7.28-7.47 
(2H,fn),7.77-7.92(2H,fn) ,8. 1 5(1 H ,d,J=8.8Hz) 


1-2 


NMR(CDOs,TMS internal standard) 

A :1 .68(6H,S),3.79(3H,S).6.77(1 H,br),7.00-7.19(2H,m),7 71-7.87(2H,m) 


1-3 


NMR(CDCl3.TMS internal standard) 

6:1.65(6H,S),3.62(3H,S) > 4.00(3H,S),6.95-7.45(3H,m),B.20-8.49(2H 1 m) 
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Ref.Ex 


DATA 


1-4 


NMR: ft :1.46(6H,s),3.58(3H,s),7.90-8.03(4H,m),8.72(1H,s) 


1-5 


NMR: ft :1.48(6H.s),3.60(3H,s)7.73-8.10(4H,m),8.85(1H,s) 


1-6 


NMR(CDCI 3 ,TMS interna! standard) 

A :1.39(6H,S),3.58(3H,s) ,5.43(1 H,S) l 7 08-7.16(2H,m),7.85-8.85(2H,m) 


1-7 


NMR(CDCI 3 ,TMS internal standard) 

ft :1.48(6H,s),3.71(3H,s),5.63(1H,br),8.02-8.12(2H.m).8.31-8.40(2H,m) 


1-8 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 .44(6H.s).3.66(3H,s),3.86(3H,s),5.27(1 H,br),6.90-7.00(2H,m) .7.56-7.86 (2H,m) 


1*9 


NMR(CDCL,,TMS internal standard) 

ft :2.55-2.64{2H,m),3.12-3.34(2H,m),3.69(3H,s).7. 18-7.31 (3H.m),7.81-7.85 (2H,m) 


1-10 


NMR(CDCI 3 ,TMS internal standard) 

A:1.19{3H,d,J=6.8Hz).2.53(2H,d,J=5.5Hz),3.62-3.90(4H,m),5.37-5.45(1H.m), 7.11- 
7.21 (2H,m).7.79-7.95(2H,m) 


1-11 


NMR: f> :1.15-1.32(4H,m),3.31(3H,s),7.32-7.52(2H,m),7.73-7.B9(2H,m), 8.78(1 H.s) 


1-12 


NMR: 6:1. 07-1. 28(2H,m),1. 35-1. 55(2H,m),3.60(3H l s) l 7.20-7.40(2H,m),7.85-8.01 
(2H.m).9.08(1H,br) 


1-13 


NMR: 6 :1.40-1.57(4H.m),1 .80-2.02(4H.m),3.45(3H,s),7.31-7.51(2H,m),7.40-7.90 
(2H,m),8.25(1H,s) 


1-14 


NMR: 6 :l.55-2.25(8H,m),3.58(3H,s),7.19-7.39(2H > m),7.85-8.01(2H,m), 8.66(1 H.s) 


1-15 


NMR: ft :1.1 5-1. 40(6H,m).1. 65-1. 88(4H,m).3.39(3H.s),7.30-7.51(2H.m).7.74-7.90 = 
(2H,m),6.08(1H,s) 


1-16 


NMR: 6 :1.38-2.30(10H,m),3.58(3H.s).7.18-7.39(2H,m).7.83-7.98(2H.m), 8.38(1H.s) 


1-17 


NMR: ft :1 .97-2.10(4H.m).3.58-3.78(7H.m).7.27-7.35(2H.m).7.90-7.98(2H.m). 
8.64(1 H.br) 


1-18 


NMR(CDCI 3 ,TMS internal standard) 

A:1.29(3H.t,J=7.5Hz).1.30(6H.S),1.54(6H.s).4.21(2H.q.J=7.5Hz),7.10(2H.t.J=B.6Hz), 
7.71 (1 H.br),7.81 (2H,dd, J=5.4,8.6Hz ) 


2-1 


NMR: 6 :0.77(3H,t,J=7.3Hz) ( 1.40-1.66(2H.m).3.42-3.66(1H.m).7.29-7.49 (2H.m). 
7.77-7.92(2H.m) l 8.15(1H.d.J=8.8Hz) 


2-2 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 .39(3H,d,J=7.3Hz).2.84(3H.s) ,4.65-4.89(1 H,m),7.07-7.27(2H.m) 1 7 .76-7.92 
(2H.m) 


2-3 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 .68(6H,s),7.00-7.33(3H,m),7.73-7.89(2H 1 m) 


2-4 


NMR(CDClj,TMS internal standard) 

o .1 .69(6H,S),4.01 (3H l S) I 6.95-7.52(3H,m) t 8.20-8.51 (2H t m) 


2-5 


NMR: 6 :1.46(6H t s) ( 7.92-8.05(4H,m) f 8.70(1H,s) l 12.25(1H l br) 


2-6 


NMR: 6 :1.48(6H t s),7.79-8.11(4H i m) f 8.87(1 H t s),1 2.23(1 H.br) 


2-7 


6:1.68(6H f S) f 5.05(1H,S),7.05-7.14(2H t m),7.66-7.77(2H l m) 


2-8 


NMR(CDCl3,TMS internal standard) 
6:1.53(6H,s) t 5.44(lH f s) f 8.03-8.12(2H.m),8.31-8.41(2H,m) 


2-9 


NMR(COCI 3f TMS internal standard) 

6 :1 .43(6H,s),3.74|3H l s],5.30(1 H.br) ,6.89-7.01 (2H,m).7.57-7.80(2H,m) 


2-10 


NMR(CDCL,,TMS internal standard) 

6 :1 76(6H,S),4.74(2H,br) i 6.95(2H,dd,J=1 .8Hz77Hz),7.08(2H,t,J=8.7Hz),7.24-7.35 
(3H,m),7.78-7.B4(2H,m) 


2-11 


NMR(CDCI 3 ,TMS internal standard) 

o •2.58-2.69(2H,m),3.12-3.33(2H,m),7.20-7.29(3H l m),7.81-7.87(2H,m) 


2-12 


NMR(CDCI 3 ,TMS internal standard) 

6:1.19(3H.d l J=6.8Hz).2.53(2H,d^=5.5Hz).3.59-3.88(1H,m),5.37-5.46(1H,m) l 7.09- 
7.27(2H,m),7.83-7.99(2H.m) 
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Ref.Ex 


DATA 


2-13 


NMR: ;1.10-1.42(4H > m),7.32-7.52(2H,m),7.73-7.89(2H,m),8.61(1H l S), 12.28(1H.br) 


2-14 


NMR: t> :1 .01-1 .20(2H,m),1 .27-1 .49(2H f rn),7.15-7.45(2H l m) l 7.85-8.08(2H ( m) > 
8.98(1 H.br), 12.37(1H.br) 


2-15 


NMR: 6 :1.20-2.05(8H,m) I 7.29-7.50(2H l m),7.75-7.90(2H,m),8.05(1H,s) l 12.42(1H,br) 


2-16 


NMR: 6 :1.55-2.25(8H,m),7.18-7.40(2H,m),7.84-B.01(2H t rn) > 8.51(1H,s) 1 12.12(1H.br) 


2-17 


NMR:6:0.95-1.95(10H,m),7.27-7.50(2H,m),7.81-7.92(3H ( m),12.38(1H f br) 


2-18 


NMR: 6 :1.25-2.35(10H l m),7.15-7.42(2H,m),7.80-8.00(2H l rn),8.24(1H t s) 


2-19 


NMR: 6 :1.90-2.12(4H > m) l 3.57-3.77(4H l m) l 7.27-7.35(2H,m) ) 7.90-7.98(2H,m), 8.52 
(1H.br),1£37(1H,br) 


2-20 


NMR(CDCI 3 ,TMS internal standard) 

6:1.33(6H l s) l 1.5B(6H f s),7.07(2H.t l J=8.6Hz),7.40(1H,br) t 7.81(2H,dd > J=5.1,8.6Hz) 


3 


NMRfCDC^.TMS internal standard) 

6 :1. 38(3H l d,J=7.3H2) 1 2.84(3H,s),3.56(3H,s) ,4 .65-4.89(1 H,m), 7.08-7.29 (2H,m), 
7.76-7.91 (2H,m) 


4-1 


NMR(CDCI 3 ,TMS internal standard) 

6:1.47(3H l d l J S r7.0Hz),4.32-4.48(1H,m),5.17(2H l s) l 5.25(1H,d t J=7.0H2) l 7.35 (5H,s), 
7.75-7.77(2H.m),7.92(1 H,br),9.06(1 H.br) 


4-2 


NMR: 6 :1.41(6H,s) f 5.01(2H f s).7.28-7.35(5H l m),7.69(1H,s), 8.07(1 H,d, 
J=8.8Hz) > 8.20(1H f d t J=8.8Hz) t 8.33(1H,s), 10.34(^,8) 


4-3 


NMR: 6 ;3.27(3H,s),3.34-3.64(2H,m),4.35-4.46(1 H t m),5.00-5.10(2H,m),7.30- 
7.39{5H,m) f 7/76-7.82{1 H i m),8.01-8.14(2H,m),8.28-8.32{1 H,m),10.91 (1 H.br) 


4-4 


NMR:6:1.19(6H t s)3.27-3.32(2H l m) > 4.98(2H,s)7.25-7.38(6H l m),8.03-8.17(2H,m), 
8.30-8.35(1 H,m) 


4-5 


NMR: 6 :0.85-0.95(6H,m),1. 99-2.09(1 H,m) t 3.99(1H,U=7.8Hz),4.47-4.51 (2H,m),5.16- 
5.22(1 H,m),5.27-5.35(1 H,m),5.86-5.97(1 H,m),7.64(1 H,d, 

J=7.8Hz)J.99(1H i dd t J=1.4 t 6.3Hz),8.07(1H,d,J=6.3Hz) l 8.31(1H f d f J=1.4Hz) ( 10.B6(1H 
,br) 


4-6 


NMR: cS :1.60-2.90(6H f m),5.02(2H ( s),7.10-7.50(5H,m),7.95-8.40 (4H,m), 10.24(1 H.br) 


5 


NMR(CDCI 3t TMS internal standard) 

6 :1 .57(6H,s),5.1 0(2H,s) f 5.50(1 H t br),7.34(5H,s) l 1 0.42(1 H.br) 


6 


NMR(CDCl 3l TMS internal standard) 

6 :7.28(1 H f d I J=7.BHz) f 7.87(1 H,dd,J=1 ,5,7.8Hz),8.46(1 H,d,J=1 ,5Hz) 


7 


NMR(CDCI 3 ,TMS internal standard) 

6 :2.93(3H,d t J=5.2Hz),4.88(1 H,br).6.6B(1 H,dd,J=2.4,8.6Hz) ,6.84(1 H,d.J=2.4Hz),7.41 
{1H f d,J=:B.6Hz) 


8 


NMR(CDCl3 f TMS internal standard) 

6:1.26(3H4,J=7.3Hz) l 1.30(6H,s) l 4.18(2H f q t J=7.3Hz),4.72(2H,s) l 6.04(1H ( s) l 7.25- 
7.36(5H,m) 


9 


NMR(CDCl3,TMS internal standard) 

6 :1 .29(3H,U=7.0Hz),1 .72(6H,s).4.24(2H,q t J=7.0Hz),4.66(2H f br),6.95(2H.d.J=7.7Hz 
) l 7.07(2H f t,J=8.7Hz) i 7.26-7.34(3H r m) i 7.73-7.77(2H,m) 


10-1 


mp: 79-80^ 


10-2 


mp: 116-117 c C(AcOEt-Hex) 


10^3 


mp: 234-238 c C (EtOH-(Et) 2 0) 


11-1 


NMR: 6 :1.32(6H f s) f 5.34(2H,br) t B.06(1H t d r J=8.4Hz) t 8.21 (1H,dd, J=2.1,8.4Hz),8.44 
(1H f d.J=:2.1Hz) 


11-2 


NMR: 6 :1 .99(3H,S),3.67(1 H t t f J=5.5Hz),4.18 (2H,d,J=5.5Hz) 5.05(2H,br), 7.95-B.20 
(2H,m), 8.30-8.45(1 H,m) 


12-1 


NMR: 6:3.26(3H,s) t 3.32-3.62(3H,m) l 4.97(2H,br) ( 8.07-8.15(2H f m).8 l 38-8.41(1H l m) 


12-2 


NMR: 6 :1 .55-2.70(6H,m),5.31 (3H,br),8.00-8.55(3H,m) 


12-3 


NMR: 6 :1.14(6H,s),2.75(2H,s),3.31 (1H.br), 5.34(2H,br),7.96-8.10(2H,m),8.27-8.30 
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Ref.Ex 


DATA 




(1H,m) 


13 


NMR(CDCI 3 ,TMS internal standard):^ :0.86(3H,d,J=:6.6Hz), 1.07(3H,d, 
J=7.0Hz),2.41 -2.53(1 H,m).3.43(1 H.d,J=3.3Hz).7.73(1 H,d > J=8.8Hz),7.94 
(1 H,dd,J=2.2 1 8.8Hz) 1 8.21 (1 H,d,J=2.2Hz),1 0.18(1 H.br) 


14 


NMR:^:1.51(1.5H f s)J.53(1.5H,s) l 1.86-2.04(3H f m) t 2.13-223(1H > m),3.51-3.62 
(1H,m) f 3.67-3.80(1H,m),4.88(0.5H,d,J=12.6Hz) t 5.07(1H,s) t 5.13 (0.5H f d, J=12.6Hz), 
7.02-7.18(2.5H t m),7.27-7.40(2.5H,m),8.03-8.30(3H,m). 10.0K1H.sl 


15-1 


NMR: 6 :1.30-2.50(9H, m), 3.10-3.50(1 H, m), 7.21-7.36(2H, m), 7.87-8.40(2H, rn), 
8.14-8.28(1 H, m), 12.24(1 H, br) 


15-2 


NMR(CDCI 3 JMS internal standard): 6 : 3.46-6.60(1 H, m), 4.30-4.60(4H, m), 7.06- 
7.18(2H, m). 7.61-7.70(2H, m) 



mmmi 

yD/s>T5K250mg^^PD7^/^5ml(CML, tR&T, h^^T^HOmg, 
^/U^=^nyKi20mgSrJ!JP^, 7^^m%T, MTaPSfflft^Lfc, gJCtt*^ 

H«J 1 iRWKfcLT H»J2- 1 6££f&Ucc 

N- (4— \/7J -Z-yy7)V-*xit=5->vy^>v) -2- { [ (4-7/Uj|-d7i=/1,)7/^ 

2 - (4 - 7/M-n:7*=/U;^U7*-^T5./ ) y^^500mg?r-7h7t Kn^7> 5ml dig 
#L. *&T, **tfy/i^n!JK470mgfc«TLfc&, IWItON, N-SW/U7jvW 
mrlBA., IIWtlWIIWLft. «BETId«i*:«*Lfcfl, WtKn^^Oml 

4-T5/-2-M;7/^D^^;^>y^hy/i,580mg^>lTo^Px./c^, MT6I$ 

Ltzm, »«E*f y*y^*7A^o^h^77^-|iftL. mk^^ -^I^U 7:3)$ 
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N - (4 - i/TJ - 3 - hU7/W^-nyf-/l- 7x^/W - 2 - { [ (4 - y/U^u X/Wj* 

N- (4->'Ty-3-M;7/l'^-D^/l'7^;U) -2 - { [ (4-7/^P^3i^/U)^/l'/J- 
- ;U] T $y } K6()0mg£)^lOL> 1 Oml (~ *gfi?L , Lawessonj&il2 90mg£;Jj|] 

xfc,T^V#ll^T, SHP^nM^L/^, ix«£gj&rc-#£PL, h'a$ 

HMii;l53<iiitr^li^J23, 24&£$L£ :: 

HSS0J25 

N - ( 1 - [ (4 - : s7J -3 - 1^7/l^^-n^/P7 ^7/W<^/U] - 1 - p<f- tVzz.^ 

2- (4-7/WTt-n^/^/UT^/) -2-ptf-/U7 a/^^SOOmgSr^^Dn^^^HOm) 
t3£fi?L. *#T, H^-zWl^y^gsSmg, N-7'n^*^>W^K633mg&|i|i& 
'>i:T-oi)p^fc^, T^=*V#I8^T. |B5MT2n#p B 1^L7t : 3E(:i4-7=;y-2-HJ 

(17 -.smtimxmteikzmtz* z<Dm£&*m®^Mj>bH%i&i, m&&&om 



N - { l - [ (4 - ! s7J - 3 - h\)y rt'Sj-n^fvu ^i^yu) * a-/ ^*>f /b] - 1 - ^ 
t^)-2-^7J^y^7\Y 
(1 ) 7**/TSKIfe5. 0g©^nu^y^8()mll:, 7k#T, HJ^/UT^S. 27ml 
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(2)#%^iJl()-2-e^L/c2-T5y-N-(4-v7y-3-hy7^u^/l.y' J .^/U) 

N-(4—>7/-3-MJ7/^P^/P7^/U)-2-[2-(4-7;U^-n7x^>'U)T 

^T±fd4-7/^P7^/WTW^^DyKw^pp^>^5ml^Jfl^, RfiTl. 
HJfi0ij67 

N- { 1 - [ (4-^>7'y-3-hy7/W^-P^/U7cc=./U) #/U/^-</l/] - l-^f/Hf 
/H -2-tl*P*v"<>X7SK 
H*&0!|44 tz2 - ( ( 1 - [ (4 — *y7J - 3 - A^o ^ /Vy^/U ) * /Uy < * 
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susses 

N- { 1 - [ (4 —>7 /- 3 - MJ7AoJ-nyf- ,u) # rV/<*s( ;V] - 1 - ^f - /Hf 

(1) 8-'f-yy^^AK>t^230mgC0^nD/^>^j^5ml(I, ?K/^T. ^Ify/i^ny 
KO. 114ml&lflte&ltf>N, N-$?;***JM^T$KfcflP;t, «T, 3()#$tfL/c&, 

(2) #%^J10-2T-^Lfc2-T^y-N-(4-^Ty-3-hy7/^ny5 L ^^ 
/U)-2-^/UTn/s>T5K3()0mgW^PD^^yjg^5ml{C, *#T. ±fB8-*/y 
>*/W^=^DyK«^<7J^^nD/^^^iS5mlftWya^/UT*>(). 364ml«:J!jD?L, 

HSl£0ij79 

N- 1 1 - [ (4 - v'Ty - 3 - hy^M-n^^a^/l/) # /W<^^] - 1 - ^ ^ 
/H -4 - t>^#/W#"*lKK 

l5gt^nn^>iOml««^iK<c f JkinT, N-tKndf->^>y>y 
7V— M). 18g, 1- (3-i>y^^TV7ntvu)-3-a:^;^^V^$K^^0. 2 
5g$rli»^fe., Watf, 2B&IHHt#Lfc&, 2-T^y-N- (4-v-T/-3-hy7/U^ 
n^/K7^/p)-2-^yw:/o^T*K0. 30gfc»ix., MT6l$HI, KJ^hTfcKn 

ffll, ffifc&ffc^WA*»ifc-cifefrLfc&, «l7Kiiv^<>^f^Lfc.. MEET 

»^j79t|5]#^LTll»j80-87^^L^, 
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>XT5K)i^;w T-tr-7-h 

(1) 3-Tirh^v-2-^>^u^-df-->-/7^7n".-/WT?/7 : Dy'iv^3. 9g&N, N-i^f- 
^T-irl>7$K30ml(l^L, -2()Clz#imUz&, tt-MuWl. lml«riSTL/c. :: 

aw7KT-»Lfc 3 o. in^, mvmiti-W'}j±*®mx'mfrLtz'&, m*mm 

(2) %bfttzm&nu*i/tvn*?>lQQmUZ.mWl, tK^T, ^W^rt^KlOml, 

mum^Tk^mt, mm^^v^ttz^k, mmit^hw^mmx-mfritz, m 
wo. semi, hv^^r^o. wmmmMMt, m&rvmfrmwttz, Kizm^mu 

N - 1 1 - [ (4 - tyTJ - 3 - ^f;U7i=^) */W<^e-</P] - 2 - 1 Kn* ->m 

2 - [ (4 - ^>7y - 3 - hl^/U^n^/l^ainyU) # A^-fc&Y A,] -2 - (2 - o-< 

pH2tL, VfmLtz&&*mmLtzz rnhnim^^x^itz^, mm*?* — • 

N - { 1 - [ (4 - >7/ - 3 - W7/l>*u>t3-;l'7^-A,) jjA,s<=e4/U] - 1 /Hr f- 
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3()mg'a.'-rh7tKa77>5ml(^?^]?L, Jk#T. l\D^ /UT?>260/i I, 4-*Mr->-<> 

l, aw^w^A-ettiiLjto iETi:»tJ-Lfci, aates/yay^a^^D-vh 

4-ynt-2-^D-N-|l-[(4-y7;-3-hy7/Wf/U7x^/b)*;U/< 
4-^n^-2-^DD^S§^52()mg^'rh ; 7tKD^vi() m i|c:jg/^L, *^T^if 

y/u^n!;i'230/ii, n, N-it&A&MT&imimKm*., m&izx mmmwuz... 

SJ&tt«r«£ET(wi&«E*ff*L, Mill, 2-^pnm^>^jn^M©ifcL^ #t«t 
Srr h7t K"D77>4ml i:|ft?L , *#T2 -7T 5 y - N - (4 - y7y-3 - HJ7 /Utn^f 
/^x-/U)-2-^/U7 o^ = >T5K540mg, W^^/UT5>-31()// l^KM^D^, 5()# 
Wa^Lfcc 2l$IB!30#|HHi#L, *ETI3W«*ff£L£, ttttfr 

»»i^/U50mlilNt6K*»iR30mli^»EL, *i*JB&ffift&Bfc**7TO-fc* 
®i30ml, ^?0^1t7K3Omlx2-eWL, ttlH-hy^A-ClSJlLfc.: 

N- ! 1 - [ (4- *>7/-3- M;7/W^D^f-^7ai=/U) *A^<^vf/U] - 1 - +=j-iV-X.*r 

N- 1 1 - [ (4- ^Ty-3-hy7^n^;l/7i-^)^;U/<^/p] _ i _^ /U:r ^ 
A,) -4-^hd^>-O-XT5K340m K $r^U>'^oyKi0mll^«?L. -78=C(IT1M = 
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«#t3()mU*3()mljafi]?^ 

fc3^139mg£#fc 0 

N-^<>^/^dfi/-N-{l-[(4-i/T/-3-hi;7/W^-n^/^^/P)*/W^ 
>M - 1 -^f^if/H -4 - 7/M-a^X7^K 

2- (4-7/U^-P-N-'<>> : /^^r->-<>XT^K)-2-^/P7o/^ijE0. 7gCy> 
on^>20mlSr»P^, -10 15TCT-ffi*rK, ttitVX). 48g^>LToJUPx.fc, - 

-f^T'«LT«^b^»). 6l B fc#fc.. 
N- { 1 - [ (4 -i/TS -3- hy7/U^-D7<f-/U7^/P) - l -t=j-;VoL=T 

N — ^v^Nrv'-N- ( l - [ (4-v'T/-3-K!;7/U^-Dyf-/W7 3 i=>'U)*/^<^ 
>C^]-1-^^/^^/U)-4-7/U^-b^<>'XT$K0. 3g*3j;^MT>- ; E-='>^0. 15g 

N - (4 - ->7V - 3 - HJ7/M-Dp«f->U7*=/lO - 2 - ^/U- 2 - (3 - /Up VA 
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# mn i o - 2Xft\& L/c2 - r - n - (4 — ->t/— :>— hi; 7 /i^/j-o ^ ti >v > 

^-hB59mg^jp^. ^?ar*4. 5^iwfln*Lfc P mzwm^> mu&®*, tt^xiNttt 

tl205mg&#fc : 



N- (4-*>Ty-3-hy7/Ua»-P/f-/U7*=./l/) -2-^/U-2- (^^<>Xr^K) 
#%Wl0-2T^dELfc2-T^y'-N-(4-->Ty-3-M;7/Uaroyf-^7*^) 

4m g) hy^^T^226m fi ^n^, M-cno^mitm;^ fcfcm*2Hmk*®m 

g^^/P -drf ^(1 :l)8ffitt«Wft*£i&«rfcfc = £<Ofil&B&frafc^/u^*+;- 

%mntmm^ixmmmio9-i n^^Ltz, 

nmM25kmmz.Lxmi&Mii2-i22*'&!&uzc 

mmmitmmz.Lxmmwi23-i2i)&-k!$.i,fz a 

HJ60»J13O 

N— (4->7;-3-W7/Pto/f;l^<y/^) -[4^4-7/1^^:^/^/1/) 75 

m-f^b^ (a) 1 mm ttw-tm© jm** (b> 



«#|99 
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R< R 6 r 6 r 7 

- n 

Ex. :HlSfll#^ MS :«£9HB 

Me (i-Pr) 2 0:^y7ntvH-x^ 

Et MeOH 

Ac :7-t^^ i-PrOH yfy^n/s/— /U 

Benzyl : — ch— 

^4 




Ex. 


R' 


R* 


R 9 


DATA 


1 


CF 3 


CN 


CH 3 


mp: 164-165C 

NMR: 6 :1.37(3H,d,J=6.8Hr),2.94(3H,s),4.01-4.17 

(1H i m),7.68(1H,d,J=8.0H2),8.06(1H,dd,J=1.8,8.8H2) l 8 

.12(1H,d ( J= s 8.8Hz),8.29(1H t d,J=1.8H2) ( 10.80(1H,s) 


2 


CF 3 


CN 




mp; 189-190t;(AcOEt-Hex) 

NMR: 6 :1 .21 (3H,d,J:=6.8Hz),3.94-3.98{1 H,m), 7.46- 
7.54(3H i m) l 7.74-7.84(3H,m) ,8.03-8.08 (2H,m), 8.32- 
8.33 (1H t m),10.71(1H,s) 


3 


CF 3 


CN 




mp: 178-179t:(AcOEt-Hex) 

NMR: 6 :1.24(3H,d t J=7.0Hz),3.94-4.00(1H t m),7.28- 
7.31 (2H,m),7.80-7.B4(3H,m) t 8.04-8.0B(2H,m), 8.37 
(1H,d,J=8.0Hz), 10.71 (IH.s) 


4 


CF 3 


CN 


-0~ ci 


mp: 179-1 80 C(AcOEt-Hex) 

NMR: 6 :1.24(3H,d,J=6.8Hz),3.94-3.99{1H,m),7.42- 
7.B3(2H,m) l 7.73-7.80(3H l m) l 7.94-8.12(2H t m) l 8.46 
(IH.d.J^B^HzU 0.70(1 H.s) 


5 


CF 3 


CN 


~0~ Br 


mp: 170-171iC(AcOEt-Hex) 

NMR: 6 :1.24(3H l d,J=6.8Hz),3.93-4.04(1H l m),7.63- 
7.69(4H,m) ,7.78(1 H,dd f J=1.6,8.4Hz),8.04-8.09(2H f m) l 
8.07(1 H,d, J=8.4HZ),8.46(1 H,d, J=8.8Hz), 1 0.69(1 H.s) 


6 


CF 3 


CN 




mp: 183-184C(AcOEt-Hex) 

NMR: 6 :1.25(3H,d,J=7.0Hz),3.98-4.05(1H,m),7.77 
(1H,dd l J=2.0 t 8.2Hz),7.88-7.97(4H,m) l 8.00(1H,d, 
J=2.0Hz),8.08(1H,d,J=8.8Hz) l 8.69(1H,d,J=8.2Hz),10. 
74(1 H,s) 
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Ex. 


R' 




R 9 


DATA 


7 


CF 3 


CN 




mp: 134-13SC(AcOEt-Hex) 

NMR: b :1 .27(3H l d,J=6.8Hz) l 3.99-4.07(1H l m). 7.72 

(1H.ddJ=1.2,8.8Hz)7.79(2H l d l J=8.0Hz),7.95-8.06 

(4H,m),8.66(1H,d,J=B.8Hz),1073(1H,s) 


8 


CF 3 


CN 




mp: 111-112 £ C(AcOEt-Hex) 
NMR: 6 :1 .26(3H,d,J=6.8Hz),3.98-4.05(1H l m)7.41 
(2H,d,J=8.6Hz) t 7.76(l H,d,J=8.6Hz). 7.87-7.89(2H,m), 
8.06l2H,d ( J=8.6Hz) t 8.52(1 H,d,J=8.6Hz), 1 075(1 H,s) 


9 


CF 3 


CN 




mp: 1B4-1B5C(AcQEt-Hex) 

NMR: 6 :1.32(3H,d t J=7.2Hz),4.01-4.14(1H,m),7.07- 
7. 1 2(1 H,m),7.41 7.47(1 H,m)7787.82(2H t m) l 8.03 
(1 H f dJ=1.6Hz) ,8.08(1 H.d^B.SHzJ.S^dH.d^B.eH 
z) f 10.77(1H f s) 


10 


CF 3 


CN 




mp: l59-160i:(AcOEt-Hex) 

NMR: 6 :1.25(3H,d.J=7.6Hz),3.9B-4.05(1H,m)7.49 

(1 H,t, J=8.4Hz)7.54-7.56(1 H,m)770-7.78(2H,m), 7.79 

(1H l dd f J=1.8,8.4Hz),8.03(1H l d f J=1.8Hz),8.07(1H f d.J= 

8.4Hz),8.54(1H I d,J=8.4Hz) l 10.77(1H f s) 


11 


CF 3 


CN 




mp: 1 89- 1 90 C (AcOEt-Hex) 

NMR: 6 :1.27(3H,d,J=7.2Hz),4.00-4.08(1H,m)7.67- 
7.71 (1 H.m) 778(1 H,dd.J=1 .6,8.6Hz),7.96(1 H,d,J=7.6 

Hzj.s.oodH.d^i.eHzj.s^-s.iiOH.mj.s^dH.d, 

J=:8.6Hz) ( 1079(1H l s) 


12 


CF 3 


CN 




mp: 1 43-1 44<C (AcOEt-Hex) 

NMR: 6 :1.28(3H,d 1 J=6.8Hz),4.03-4.10(1H,m)770- 
774(2H,m)7.84(1H t d.J=8.0Hz)7.96(1H l d,J=1.6Hz),8. 
01(1H,s) t 8.04-8.07(2H l m) l 8.68(1H,d l J=8.8Hz) l 
10.77(1 H,s) 


13 


CF 3 


CN 




mp: 167-1 68 C (AcOEt-Hex) 

NMR: :1.24(3H l d,J=7.0Hz),4.00-4.04(1H l m)7.48-7.51 
(1H,m)J.57-7.60(2H l m)776-778(2H,m)7.85-7.90 
(3H,m)J.98(1 H,d^=8.8Hz),834(1 H,s),8.41 (1 H,d, J=8. 
0Hz) ( 1 0.63(1 H,s) 


14 


CF 3 


CN 


do 


mp: 1 93- 194X; (AcOEt-Hex) 

NMR: 6 :1.19(3H,d ( J=6.8Hz),3.95-4.00(1H,m) l 7.51 

(1H t t f J=7.6Hz)7.58-7.62(2H,m)7.67-771 (1H,m), 778 

(1H l d t J=1.6Hz)7.93-8.06(3H l m).8.13(1H,d t J=7.2Hz), 

8.67(2H,d.J=8.8Hz) f 10.52(1H,s) 


15 


CF 3 


CN 


CO 


mp: 199-200*C(AcOEt-Hex) 

NMR: 6 :127(3H l d.J=7.2HzK4.37-4.44(1H,m)7.60- 
772(4H,m)7.83(1 H,d,J=1 .6Hz),8.00(1 H,d, J=B.8Hz),8. 
17(1 H,dd,J=1 .2,8.4Hz),8.31 (1 H f dd t J=4.67.2Hz) f 8.43( 
1H.dd^=1.6,8.8Hz).9.02(1H,dd.J=1.6,4.0Hz) 1 10.65(1 
H t s) 


16 


CF 3 


CN 




mp: 185-186'C(AcOEt-Hex) 

NMR: 6 :1.34(3H.d,J=6.8Hz),3.97-4.06(1H,m), 7.00- 
7.04(1H t m)7.25-7.35(4H l m)7.48-7.50(2H,m), 7.84 
(1H,dd t J s 2.0,8.8Hz)7.96(1H,d t J=8.BHz),8.04(1H,d t J= 
8.0Hz),8.10(1H,d,J=2.0Hzl.10.80(1H,s) 
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3E5 



Ex. 


R 1 


R 2 


R 3 


X 


R« 


R 8 


DATA 


17 


CF 3 


CN 


H 


0 


CH 2 CH 3 


H 


mp: 1 70-171 x: 

NMR: 6 :0.83(3H.t,J=7.4Hz).1.52-1.72 (2H, m), 
3 77-3 82f1 H ml 7 24-7 2fll?H ml 7 7S-7 82 
(3H ( m) ? 8.01(1H t d.J=2.0Hz).8.07(lH,d.J=8.4Hz) ( 
8.36(1 H.cU^.BHzl.l 0.74(1 H,s) 


18 


CF 3 


CN 


H 


0 


CH 3 


CH 3 


mp: 171-1 72 c;(AcOEt-Hex) 

NMR:(CDCI 3 JMS internal standard) 

d :1 .09(3H,d,J=7.3Hz) t 2.86(3H t s),4.58-4.62 

(1H l m),7.26-7.30(2H,m) ( 7.80(1H ( d l J«8.6Hz), 

7.86-7.90(3H,m), 8.08(1 H,d.J= 1.8 Hz). 8.79 (1H,s) 


19 


CF 3 


CN 


CH3 


0 


CH 3 


H 


mp:157-158'C (AcOEt-Hex) 

NMR: 6 :1.0B(3H,d f J«=6.8Hz),3.25(3Hbr) l 4.09 

(1H,br)73B(2H,t,J=8.0Hz)7.73-7.81 (4H.m), 

8.22-8.34(2H,m) 


20 


CF 3 


CN 


H 


0 


benzyl 


H 


mp: 248-249 C(AcOEt-Hex) 
NMR: 6 :2.77-2.99(2H,m),4.08-4.14(1H,m), 7.14 
(2H,t l J»8.BHz),7.19-7.26 (5H,m),7.61-7.64 
(2H,m) t 7.72(1H i d i J=B.BHz) l 7.96(1 H,s), 8.07 
(1 H,d,J=8.8Hz).8.61 (1 H,d,J=8.8Hz)J0.77(1 H,s) 


21 


CF 3 


CN 


H 


0 


H 


H 


mp: 179-180t:(AcOEt-Hex) 

NMR: 6 :3.77(2H t d t J=6.1Hz),7.38-7.42 (2H, m), 

7.86-7.90(3H,m),8.08-8.12(2H t m) l 8.25-8.27 

(1H.m) a 10.71(1H l 8) 


22 


CF 3 


CN 


H 


S 


CH 3 


H 


mp: 86-87 C; 

NMR: 6 :1 .32(3H,d.J=6.8Hz),4.39-4.46 (1 H, m), 
7.28-7.34(2H,m)7 78-7.84(2H,m), 8.18-8.24 
(2H,m),B.31(1H t d f J=8.4Hz),8.42 (1H,s), 
12.01 (1H,s) 



me 



R 9 I 

H Tl mp: 166- 167 C| 



Ex. 


R 1 


R 2 


A 


R 9 


DATA 


23 


CF 3 


CN 


Me Me 




mp: 166-1 67 C (AcOEt-Hex) 
NMR: h :1.41(6H,s),7.06-7.10(1H,m). 7.57- 
7.61 {1 H.m) ,7.84-7.87( 1 H.m) ,8.07-8. 1 4 (2H. 
m),8.23-8.30(2H.m),1 0.29(1 H,s) 


24 


CF 3 


CN 


^OMe 




mp: 90-95'C(AcOEt-(i-Pr) 2 O-Hex) 
NMR: 6 :3.19(3H,s),3.42-3.52(2H.m). 4.09- 
4.17(1 H,m),7.23-7.28(2H,m),7.76-7.84 (3H. 
m),8.01 -8.03(1 H,m),807(1 H,d,J=8.4Hz), 
8.51(1H.d.J=9.2Hz).10.81 (1H.S) 
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Ex. 


R 1 


R 2 


A 


R 9 


DATA 


31 


CF 3 


CN 


Me Me 




mp: 1 17-1 18C(AcOEt-Hex) 
NMR(CDCI 3 ,TMS internal standard ) 
6 :1 .47{6H,s),5.84(1H,s),7.22(2H,t,J=8.8H2), 
7.79(1 H.d,J=8.8Hz).7-90-7.95(3H,m), 8.07 
(1H.s) ,9.20(1 H.br) 


32 


CF 3 


CN 


Me Me 




mp: 109-1 10t:(AcOEt-Hex) 
NMR: <"> :1.50(6H.S).7.89-7.92(2H,m),8.00- 
8.15(4H,m),8.28(1 H,d,J=2.0H2).8.90(1 H,s),1 
0.33(1 H.9) 


33 


CF 3 


CN 


Me Me 

X 


-C>0CH 3 


mp: 124-125 < C(AcOEt-Hex) 
NMR: 6 :1.45(6H,s),3.76(3H,s),6.82(2H,d, 
Js8.8Hz),7.73-7.75(3H,m),7.89-7.92 (1 H.m), 
8.00(1 H,d.J=2.0Hz).9.67 (1H.S). 1 0.83(1 H.S) 



£7 




Ex. 


R 1 


A 


R 9 


DATA 


25 


CF 3 


Me Me 




mp: 207-208^; 

NMRfCDCIgTMS internal standard ) 
6 :1 77(6H t s) t 6.29(1 H,s),7. 15-7.1 9(2H,m), 7.76 (1 H, 
u,J=o.dnz),/.7o-7.od(2n,m),7.o7-7.30(iri 1 m), 0.0/ 
(1 H ,d,J=2.0Hz), 1 0.67(1 H,S) 


26 


CF 3 


Me Me 

X. 


OCH, 

-b 


mp: 124-125C(AcOEt-Hex) 

NMR: 6 :1.57(6H,s).3.97(3H.s),7.05(1H,t, J=7.2Hz). 
7.20(1 H,d,J=8.4Hz) .7.49-7.54(1 H,m). 7.79(1 H.dd, 
J=2.0,8.4Hz),8.07(1H.dJ=8.4Hz),8.15(1H.dd.J=2.0,B 
.4Hz).8.31 (1 H,d,J=2.0Hz).8.55(1 H.s). 10.20(1 H.s) 


27 


CF 3 


Me Me 

J< 




mp: 256-258C(MeOH-EtOH) 

NMR: 6 :1.54(6H.s),7 98(2H,m) t 8.03-8.15 (4H, m). 

8.29(1 H,d.J=2.0Hz),8.85(1 H,s).1 0.22(1H,s) 


28 


CF 3 


Me Me 


-o-». 


mp: 222-225t(AcOEt-Hex) 

NMR: 6 :1.55(6H,s).7.87(2H,d,J=8.8Hz),8.06 (1H,d, 
J*8.BHz),8.1 3-8. 15(3H,m).8.30(1H,d,J=2.0Hz). 8.83 
(1H,S),10.23(1H,S) 


29 


CN 


Me Me 




mp: 198-199t;(EtOH) 

NMR- 6 :1.52(6H.s) l 7 31(2H,U«8.8Hz),7S8-B.04 
(3H,m),8.10(1H,dd,J=2.0,8.6Hz),8.30(1H l d,J=2.0Hz), 
8.59(1 H,s), 10.15(1 H.S) 


30 


CI 


Me Me 




mp: 227-230'C(AcOEt-Hex) 

NMR: 6 :1 .51 (6H,s),7.31 (2H,t,J*8.9Hz),7.75(1 H, dd, 

J=2.6,8.7Hz).7.85(1H,dJ=8.7Hz),8.00(2H.dd,J=5.4,8 

5Hz),8.06(1H.d4-2.6Hz).8.55(1 H.br), 10.00(1 H.br) 


34 


CF 3 


Me Me 




mp: 16B-169C(AcOEt-Hex) 
NMR: 6 :1.54(6H.s),7.27-7.32(2H.m),7.52-7.58 
(1H,m).7.72-7.76(1H,m),8.08 (1H,d. J=8.4Hz), 8.16 
(1H.dd,J=1 .6.8.4Hz),8.33(1H,d,J=1 .6Hz).8.52(1 H.d. J 
=1.6Hz),1 0.22(1 H.s) 



-36- 
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Ex. 


FT 


A 


R' 


DATA 


35 


CF 3 


Mc Mc 




mp: 204-206 C(AcOEt-Hex) 

NMR: 6:1.53(6H,s),7.38-7.43(1H,m),7.50-7.56 (1H, 
m),7.75-7.78(2H f m) l 8.04-8.15 (2H,m), B.30(1H,s), 
B.69(1H,s),10.22(1H,s) 


36 


CF 3 


Me Me 




mp: 184-1 85 C(CHCI 3 ) 

NMR: A :1.54(6H t s)7.51-7.54(1H,m),8.05(1H,d,J= 
8.8Hz), 8. 13-8.1 6(1 H.m) ,8.24-8.27 (1 H,m).8.30(1H, 
d,J=1 ,6Hz) ,8.72(1 H t dd,J=1 .6,5.2Hz), 8.80(1 H,s), 
9.11(1H,d,J=1.6Hz). 1 0.22(1 H,s) 


37 


CF 3 


Me Me 




mp: 1 29-130 C((j-Pr) 2 0) 

NMR: 6:1.61(6H,s),7.64-7.62(1H,m),8.00-8.01 (2H, 
m), 8.06(1H t d,J=9.2Hz),8.14-8.16 (1H,m), 8.31 
(1H,d, 

J=1 .6Hz),8.72(1 H,d,J=8.8Hz) ,8.83(1 H,S), 10.34(1 H,S) 


38 


CF 3 


Me Me 




mp: 173-174t;(AcOEt-(^H 6 ) 

NMR: 6 :1.58(6H,s),7.59-7.65(2H.m) f 7.98-8.06 (5H, 
m),8.1 4-8.1 7(1 H,m),8.32(1H l d,J=1.6Hz), 8.56 (1H,S), 
8.74(1 H,s),1 0.26(1 H,S) 


39 


CF 3 


Me 




mp: 220-22VC(AcOEi-Hex) 
NMR(CDCl3,TMS internal standard ) 
4 :1 .26(3H,s),1 .79-1 .85(1 1 H.m) ,4.68-4.72(1 H,m), 
5.98-6.00(1 H,m),7.81-7.83(2H.ni), 7.98-8.00 (1H,m), 
9.88-9.89(1 H,m) 


40 


CF 3 


Me 


-O-F 


mp: 206-207 c C(AcOEt-Hex) 
NMR (CDCI 3 ,TMS internal standard): 6 :1 .61 (3H.d, 
J=8.6Hz),4.93-4.97(1H l m),6.82-6.84(1H,m), 7.16- 
7.19(2H,m),7.76(1 H,d ) J=8.5Hz),7.84-7.87 (2H,m), 
7.97(1 H,d, J=8.5Hz),8.02 (1H,s),9.88(1H,s) 


41 


CF 3 


Me Me 




mp: 166-167C:(AcOEt-Hex) 

NMR: 6 :1.53(6H,s),7.18-7.23(1H,m),7.34-7.40 (1H, 
m). 7.79-7.85(1 H,m),8.08(1H,d. J=8.8Hz), 8.16 (1H. 
dd, J=1 .6,8.8Hz),8.32(1 H,d,J=1 .6Hz),8.55(1 H,d, J=1 .6 
Hz), 10.22(1 H,s) 


42 


CF 3 


Me Me 




mp: 182-1 83 t(AcOEt-Hex) 

NMR: 6:1.52(6H,s) ( 7.14-7.20(2H l m) l 7.48-7.56 (1H, 
m), 8.10(1H ( d f J=B.8Hz),8.17(1H,dd f J=1.6, 8.8Hz), 
8.33(1H,d,J=1.6Hz),9:i0(1H,s).10.20(1H,s) 


43 


CF 3 


Me Me 


CI 

— £)-ci 


mp: 214-215t;(AcOEt-Hex) 
NMR: 6 :1.51(6H,s),7.55(1H f dd f J=1.6Hz t 8.0Hz), 
7.66-7.69(2H,m),B.08(1H,d,J=8.4Hz), 8.18-8.21 (1H, 
m), 8.35-B.36(1H,m),8.87(1H t s) ( 10.28(1H,s) 


44 


CF 3 


Me Me 


^^-0C0CH 3 


mp:171-172'r.(AcOEt-Hex) 

NMR: A :1.49(6H,s),2.01(3H,S),7.16-7.18(1H,m), 

7.34-7.38(1 H,m) t 7.51-7.55(1H,m) l 7.85(1H,dd ( J= 

1.6 t 7.2Hz) l 8.18(1H l d t J=B.8Hz) t B.18(1H t dd l J=1.6,8.8 

Hz),8.33(1H.d f J=1.6Hz),B.61(1H,s),10.17(1H,s) 


45 


CF 3 


Me Me 




mp. 207-20ETC(AcOEt-Hex) 

NMR: 6 :1 .51 (6H,s),7.65-7.69(1 H,m),7.76-7.80 (2H, 
m) 7 87-7 89(1 HmlB 08-8 10(1Hm\ R 1 B-B 20 M H 
m),8.38(1H,s),8.93(1H,8), 10.30(1H.s) 


46 


CF 3 


Me Mc 




mp:215-216T.(AcOEt-Hex) 

NMR: 6 .1 .58(6H,S).7 46-7.60|3H,m),7.85 (1 H.d, 

J=6.BHz).7.97-8.13HH,ni) 1 8.24-8.26 (1 H,m),8.39 



-37- 
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Ex. 


R 1 


A 


R 9 


DATA 










(1H,s),8.B6{1H l s) l 10.42(1H l s| 


47 


CF, 


Me Me 

X 


£>* 


mp; 1 95- 196T. (AcOEt-Hex) 

NMR: f> :1.52(6H,s),7.35-7.40(1H,m) l 7.45-7.49 (1H, 
m), 7.61-7.66(2H.m),8.08(1H,d, J=8.8Hz), B.21(1H, 
dd, J=2.4 f 8.8Hz),8.38(1 H,d,J=2.4Hz),8.81 (1 H.s). 1 0.2 
7(1 H,s) 


48 


CF 3 


Me Me 




mp: 1 80-1 82 C (AcOEt-Hex) 

NMR: 6:1 .52(6H,s) f 7.40-7.51 (3H,m),7.61 -7.65 (1 H, 
m) ( 8.05-8.24(2H f m),8.37(1 H,br),8.83 (1 H,br),10.2B 
(1H,s) 


49 


CF a 


Me Me 

X. 




mp: 203-204 C (AcOEt-Hex) 

NMR: 6 :1.54(6H f s),7.46-7.5q(2H,m),7.53-7.57 (1H, 
m),7.93-7.95(2H,m),8.05(1H,d. J=8.4Hz). 8.14 
(1 H,dd,J=1 .6,8.4Hz),8.31 (1 H,d,J=1 .6Hz),B.86(1 H,s), 
1 0.20(1 H,S) 


50 


CF 3 


Me Me 

X. 




mp: 106-107C(AcOEt-Hex) 

NMR: 6 :1. 51 (6H,s) ,6.63-6.66(1 H,m),7.1 8-7.20 (1H, 
m),7.86-7.B8(1H,m),8.05 (IH.d, J=8.4Hz), 8.13-8.17 
(1 H,m),8.30(1 H,d,J=2.0Hz).8.38(1 H,s) , 1 0.25(1 H t s) 


51 


CF 3 


Me Me 


il 

Me 


mp: 145-146t:(AcOEt-HGx) 

NMR: t> :1.48(6H,s),3.72(3H f s),6.04(lH,dd,J=2.4, 

4.0Hz) ,6.89-6.92(1 H,m) ,6.98-7.01 (1 H,m),7.97' (1 H t 

shS^IH.d^aSHzJ.B.IS-aigjIH.m), 8.33(1H,d, 

J=1.6Hz),10.17(1H,s) 


52 


CN 






mp: 209-21 0t:(AcOEt-MeOH) 

NMR: 6 :2.01(3H,s),4.34-4.46(2H,m) ,4.83-4.90 (1H, 

m),7.30-7.37(2H f m),7.96-8.06(3H,m), 8.09(1 H,d, 

J=8.BHz),8.30(1H,d,J=2.4Hz),8.97(1H,d,J=7.6Hz),10 

.98(1 H,s) 


53 


CF 3 


Me Me 

X. 


ii ij 


mp:125-127C(AcOEt-Hex) 

NMR: 6 :1. 52(6H,S),7.1 6-7.20(1 H,m),7.76-7.79 (1H, 
m),7.95-7.98(1 H,m) ,8.05(1 H,d,J=8.8Hz), 8. 1 3-8. 1 8 
(1H,m),8.30(1H,d,J=2.0Hz),8.54(1H,s),10.23(1H,s) 


54 


CF 3 


Me Me 

X. 




mp: 1 98- 1 99'C (AcOEt-Hex) 

NMR: 6 :1.51(6H,s),2.27(3H,s),7.21-7.29(2H,m), 

7.32-7.37(1H l m) ( 7.54-7.58(1H t m),8.07(1H I d f J=8.8 

Hz) f B.19(1H,dd,J=2.0,8.8Hz),8.38(1H,d,J=2.0Hz),8.5 

3(1H ( s),10.25(1H,s) 


55 


CN 


Me Me 

X. 




mp: 1 75- 1 76'C (AcOEt-Hex) i 
NMR: 6 :1.52(6H,S),7.27-7.33(2H,m),7.52-7.58 (1H. 
m),7.72-7.77(1H,m) ,8.05(1 H,d,J=8.4Hz), 8.13 (1H, 
dd^ZO.B^Hz) ,8.34(1 H,d,J=2.0Hz),8.51-8.55 (1 H, 
m),10.20(1H t s) 


56 


CN 


Me Me 

>^ 




mp: 139- 141 ^(AcOEt-Hex) 

NMR: 6 :1. 51 (6H,s),7.1 4-7.21 (2H,m),7.48-7.57 (1H, 
m),8.07(1 H,d, J=8.8Hz),8.1 2(1 H,dd,J=2.0,B.8Hz),8.35 
(1 H,d,J=2.0Hz),9.1 1 (1 H,s),1 0.16(1 H,s) 


57 


CF 3 


Mc Me 




mp: 221 -223"C (AcOEt-Hex) 

NMR: 6 :1.56(6H,s),7.43-7.50(2H,m),7.95-8.08 (3H, 
m),8.15-8.19(1H,m),8.30-8.34(2H,m),8.86 (1H,s), 
10.29(1 H,s) 
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Ex. 


FT 


A 


R 9 


DATA 


58 


CF 3 






F 


mp: 195-1 96 C(AcOEt-MeOH) 

NMR: A :3.31(3H,s),3.73(2H,d,J=4.4Hz), 4.78-4.85 

(1H l m) l 7.28-7.35(2H ( m) I 7.54-7.61(1H i m),7.66-7.71 

(IKmJ.e.OZ-S.OedH.mJ.S.IZdH.d.JrrB.SHz), 8.31 

(1H,d t J=2.4Hz),8.55-8.66(1H,m),11.01(1H,S) 


59 


CF 3 


^OMe 

X\ 




mp; 187-188 k C(AcOEt-Hex) 

NMR: 6 :3.32(3H t s),3.70-3.79(2H,m),4. 77-4.84 (1H, 
m),7.29-7.36(2H,m),7.97-8.14(4H,m), 8.32 (1H,d, J== 
2.0Hz),8.83|1H,d.J=6.8Hz), 10.99(1 H,s) 


60 


CF 3 


Me Me 


6:; 


mp: 164-165 C(AcOEt-Hex) 

NMR: 6 :1 .53(6H,s) ,7.28-7.34(1 H,m) ,7.50-7.64 (2H, 
m) f 8.09(1 H,d,J=8.4Hz),8.1 7(1 H,dd,J=1 .6,8.4Hz),8.34 
(1H,d.J=1.6Hz).8.74(1H,s),10.24(1H.s) 


61 


CF 3 


Me Me 


— 


O 


— F 


mp: 208-209 C(AcOEt-Hex) 

NMR: 6 :1 .53(6H,s) ,7.53-7.61 (1 H,m) ,7.78-7.84 (1H, 
m),8.01-8.08(2H,m),8.12-8.15(1H,m). 8.29 (1H.d. 
J=1.6 Hz), B.70(1H,s),10.21(1H t s) 


62 


CF 3 


Me Me 




mp: 161-1 62 < C(AcOEt-Hex) 

NMR: 6 :1.52(6H,s),7.33-7.45(2H,m),7.59-7.65 (1H, 

m),8.08(1H,d t J=8.8Hz),8.15(1H f dd > J=1.6,8.8Hz) I 8.33 

(1H,d,J=1.6Hz),8.71f1H i s) 1 10.24(1H l s) 


63 


CF 3 


Me Me 

X. 


Me 

— V~He 
Me 


mp: 143-1 44 C((i-Pf) 2 0) 

NMR: 6 :1 .1 1 (9H,s),1 .42(6H,s),7.39(1 H,s),8.04-8.1 1 
(2H,m),8.30-8.33(1 H,m),9.00(1 H,s) 


64 


CN 


Me ,Me 

X 








MS FAB (m/z):383[(M+1) + ] 

NMR: t> :0.97{6H,d,J=6.6Hz),2.05-2.19(1H,m),4.51 
(1H,t l J=8.3Hz),7.15(2H,t f J=7.9Hz),7.46-7.58(1H, m), 
8.01 (1 H,dd,J=1 .9,8.5Hz),8.09(1 H,d,J=8.5Hz),8.33(1 
H,d,J=1 .9Hz),9. 1 5(1 H,d,J=B.3Hz), 1 1 .03(1 H,br) 


65 


CF 3 


Me Me 




mp: 204-205'C 

NMR: 6 :1.54(6H,s), 7.67-7.71 (1H,m), 7.80-7.84 
(1H, m), 7.92(1 H,d,J=7.6Hz), 7.99(1 H,d, J=7.6Hz), 
8.07 (1H,d,J=8.8Hz), B.19(1H,dd. J=1. 6,8.8Hz), 8.31 
(1H,d,J=1.6Hz), 8.95(1H,s), 10.27(1H,s) 


66 


CF 3 


Me Me 

X. 




mp:215-217t 

NMR: 6 :1 .42(6H,s),5.02(2H,s),7.2B-7.36 (4H,m), 

7.69(1H,s),8.07(1H,d,J=8.2Hz),8.20(1H t d,J=8.2Hz), 

8.33(1H,s),10.32(1H,s) 


67 


CF 3 


Me Me 




mp: 205-206^ 

NMR: 6 :1. 57(6H,s),6.91-6.94(2H,m) ,7.40-7.44(1 H, 
m), 7.99(1 H.dd,J=1.8,8.0Hz) ,8.08 (1H,d, J=8.4Hz), 
8.15(1 H,dd,J=:2.0,8.4Hz), 8.30(1 H,d f J=2.0Hz), 
8.86(1 H,s),10.27(1 H,s), 1 1 .88(1 H,s) 


68 


CF 3 


Me Me 

X. 




3 


mp: 188-189^ 

NMR: <S :1.66(6H,s),7.73-7.77(2H,m),8.06 (1H,d, 
J=8.8Hz),8.1 7(1 H.dd.J=2.0,B.4Hz),8.24(1 H,dd,J=1 .6, 
8.4Hz),8.31(1H I d,J=1.6Hz).8.49(1H,dd,J=:1.6,7.2Hz), 
8.29(1 H,dd,J=1 .6,B.4Hz),9.15(1H,m), 10.37(1 H,s),1 1 . 
46(1H,s) 


69 


CF 3 


Me Me 

X. 


H 


mp: 122-1 23 C(AcOEt-Hex) 

NMR: ft :1.49(6H,s),6.08-6.1 2(1 H,m) ,6.85-6.88 

(1H,m) t 6.93-6.97(1H,m),8.01-8.06(2H,m),8.13-8,17 

(1H,m).B.30-B.34(1 H,m),10.21 (1 H,s),1 1.40-1 1 .46 



-39- 
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Ex. 


FT 


A 




DATA 










(1H,br) 


70 


CF 3 


Me Me 

X. 


Me Me 


MSFAB(m/z):41B((M+H) + ] 

NMR: 6 :1.41(6H t s) l 1.47(6H,B) f 7.18-7.33(5H f m), 

7.45(1 H,s).B.05-8.14(2H f m) t 8.24-a26{1H l m) l 9.89 

(1H.S) 


71 


CF 3 


Me Mc 

X. 




mp: 194-1 95 C(AcOEt-Hex) 

NMR: 6 :1.52(6H,s),7.28-7.39(2H,m).7.45-7.52 (1H, 
m) t 8.09(1H ( d t J=8.4Hz),8.16-8.20(1H,m), 8.33 (1H,d, 
J=1.6Hz),9.13(1H,s) t 10.15(1H,s) 


72 


CF 3 


Me Me 

X. 


XX 


mp; 182-184<C(AcOEt-Hex) 

NMR: 6 :1 .53(6H,s)742(1H ( dd>2.4,8.0Hz), 7.54- 
7.58(1 H,m) f 7.78(1 H,t,J=8.0Hz),8.08(1 H,d, J=8.4Hz), 
8. 15-8. 1 8(1 H.m),8.33-B.35(1 H,m).8.62-8.65(1 H,m), 
10.27(1 H,s) 


73 


CF 3 


Me Me 


C XX 


mp: 166-169°C(AcOEt-Hex) 
NMR; 6 ;1.51(6H f s).7.30*7.37(1H.m) i 7.52(1H,dd t 
J=2.4,8.4Hz), 7.72(1 H l dd,J=6.4,8.4H2),8.09(1H,d,J=8 
.8Hz),8.18-8.22(1H,m) l 8.34-8.37(1H t m) l 8.45 (1H t s), 
10.28(1 H.s) 


74 


CF 3 


Me Me 

X. 


xx, 


mp: 1 87-1 B8 c C(AcOEt-Hex) 

NMR: 6 :1.53(6H l 8)J.54(1H,t l J=9.2Hz) l 7.90-7.95 

(IH.mJ.B.OStlH.d^S^HzJ.S.H-S.ieflH.m). 8.25 

(1H ( dd t J=2.0,7.2Hz) f B.28-8.30(1H ( m) t 8.76(1H,S), 

1 0.22(1 H,s) 


75 


CF 3 


Me Me 

X. 


F 


mp: 197-1 99 C(AcOEt-Hex) 

NMR: 6 :1.51(6H l s),7.27-7.34(2H,m) l 8.10(1H ( d t J= 
8.4Hz),8.15-8.20(1H,m) l 8.31-8.33(1H t m) f 9.12(1H,s) t 
1 0.22(1 H,s) 


76 


CF 3 


Me Me 

X. 




mp: 222-223 C(AcOEt-Hex) 

NMR: 6:1.42(6H ( s) > 7.24-7,28(3H;m) 1 7 35-7.40 (3H, 
m) l 7.44-7.56(2H f m),7.75-7.79(1H l m), 8.07 (1H t d, 
J=8.8Hz) l 8.13-8.16(1H,m),B.32-8.34 (1H f m), 8.65 
(IH.S),! 0.22(1 H.s) 


77 


CF 3 


Me Me 




mp: 197-198 c C(AcOEt-Hex) 

NMR: 6 :1 .55(6H,S),7.39-7.44(1H,m),7.47-7.53 (2H, 
m),7.72-7.81 (4H,m) l 8.02-8.08(3H l m),8.14-8.18 (1H, 
m) t 8.31-8.33(1H,m).8.63(1H t s),10.22(1H t s) 


78 


CF 3 


Me Me 

X. 




MS FAB (m/z):400[(M+H)T 

NMR: 6 :1.56(6H f s),7.15(1H,d f J=5.6Hz),7.69-7.73 

(1H,m).7.82(1 H,dd,J=4.5,5.6Hz),8.07(1 H,d .J=B.5Hz), 

B.09(1H,br),8.13(1H l d l J=1.9,B5Hz),8.28(1H f d t J=1.9 

Hz),ia24(1H t br) 


79 


CF 3 


Me Me 

X. 




mp: 197-199 c C(AcOEt-Hex) 

NMR: 6 :134(6H r s),7.84-7.87(2H,m) l 8.06(1H,d l J=: 

8,8 HzJ.B.I^B.iedH.mj^.SOllH.d.J^Hz), 8.73- 

B.76(2H l m),8.87(1H,s),10.29(1H.s) 


80 


CF 3 


Me Me 

X. 


X^^ N 


mp: 106-108T:(AcOEt-Hex) 

NMR: 6 :1.61(6H,s) l B.07(1H,d l J=8.4Hz) l 8.13-8.17 

(1 H,m),8.30(1 H,d,J=1 .6Hz),8.79-B.82(1 H t m) , 8.90- 

8.93(2H t m),9.15-9.17(1H l m),10.32(1H i s) 


81 


CF 3 


Me Me 

X. 


XX) 


mp: 170-171C(AcOEt-Hex) 

NMR: 6 :1.65(6H,s) l 7.80-7.91(2H,m) l B.06(1H t d ) J= 

8.8Hz) l 8.13-8.20(2H f m),8.26-B.32(2H,m) t 8.53 (1H, 

s),8.96(1H i s),9.45(1H,s) l 10.38(1H t s) 



-40- 



WO 98/22432 



PCTYJP97/04174 



Ex. 


R 1 


A 


R 9 


DATA 


82 


CF 3 


Me Me 


w 


mp: 172-1 73 C(AcOEt-Hex) 

NMR: :1.57(6H,s),6,75-6.78(1H,m),7. 14-7.19 PH, 
m) t 7.40-7.44(1H t m),7.57(1H l d I J=8.0H2),7.64 (1H,d, 
J=8.0Hz),8.06(1H,d.J=8.8Hz),B.13-8.17 (1H,m),8.30- 
8.33(2H,m) ,1 0.22(1 H,s),1 1.28(1 H.br) 


83 


CF, 


Me Me 




MS E! (m/z):423(M*) 

NMR: i> :1.47(6H,s),4.53(2H.s) ( 6.94-7.00(2H,m) l 
7.04-7.1 1 (2H t m),8.08(1 H,d,J=8.4Hz) ,8. 17-8.22 (1 H, 
m),8.27-8.30(1H I m) l 8.32(1H.s) l 10.21 (1H,s) 


84 


CF, 


Me Me 




mp: 289-290t;(AcOEt-MeOH) 

NMR: b :1.72(6H,s) t 5.61(1H,d i J=9.2Hz) l 7.58 (1H,d, 

J=9.2Hz),8.13-8.20(2H,m) f 8.27-8.34(2H,m) t 10.37- 

10.44(1H,m),10.49(1H,br) 


85 


CF 3 


Me Me 


H 


mp: 147-1 49 C(AcOEt-Hex) 

NMR: 6:1.56(6H f s) i 7.02-7.07(1H,m) I 7.16-7.21 (1H. 
m).7.32-7.36(1 H t m),7.37-7.42(1 H.m),7.62-7.66 (1 H, 
m) ,8.05(1 H ,d,J=9 .2HZ) , B. 1 4-B. 1 9 (1 H ,m) , 8.30-8.33 
(1H,m) t 8.53(1H,s),10.29 (1H.s), 11.55(1H,br) 


86 


CF 3 


Me Me 




mp;100-102C(AcOEt-Hex) 
NMR: 6 :1.50(6H,s) l 2.45(3H,s) f 6.B5-6.B8(1H,m) t 
7,76(1 H,d f J=4.0Hz),8.03-8.07(1H f m) f 8.13-8.17 (1H, 
m),8.29-8.32(1 H.m).8.41 (1 H,s) t 1 0.22(1H,s) 


87 


CF 3 


Me Me 


H 


mp: 231-232C(AcOEt-Hex) 

NMR: 6 :1.55(6H,s),7.02-7.08(1H,m),7.32-7.34 (1H, 
m),7.36-7.45(2H,m),8.05(1H,d.J=8.4Hz),8.16 (1H,dd, 
J=2.0,8.4Hz),8.31 (1H,d,J=2.0Hz),8.59(1H,s),10.28(1 
H,s),1 1.66(1 H,s) 


88 


CF, 




CP 


MS FAB (m/z):438[(M+H) 4 ) 

NMR: 6 :2.01(3H,s),4.34-4.48(2H,m),4.B7-4.96 (1H, 
m) l 7.27-7.37(2H,m),7.43-7.68(1 H,m),7.65-7.79(1 H t 
m),8.05(1H l dd l J=2.1 ,9.0Hz), 8.14 (1H,d,J=9.0Hz), 
8.30(1 H.d,J=2.1 Hz),8.74-8.82(1H,m), 1 1 .04(1 H.br) 


89 


CF 3 


.OH 

^\ 




mp: 181-182 C(AcOEt-MeOH) 

NMR: 6 :3.80-3.85(2H,m),4.63-4.68(1H,m),5.1B- 

5.24(1 H ? m) 1 7.29-7.37(2H I m) t 7.55-7.62(1H,m) l 7.72- 

7.77(1 H,m) 1 B.02-8.0B(1H a m),8.1 2(1 H,d f J=8.8Hz), 

8.33-B.38(2H,rn) l 10.92(1H.s) 


90 


CF 3 


Me Me 

-x. 




mp: I79t; 

NMR: 6 :1 .52(6H,s),3.81 (3H,6) ( 7.00(2H,d, J=8.7Hz), 
7.91 (2H,d J=8.7Hz),8.04(1 H,d,J=8.7Hz),8.02-8.05 
(1H i m) l B.29-8.31(1H l m),8.3B(1H l br), 10.16(1 H.br) 


91 


CF 3 


Me Me 




mp: 182-183*0 (AcOEt) 

NMR. 6 :1.52(6H,s),7.70(2H.d,J=8.4Hz),7.89(2H, d, 
J^Hz^.OSflH.dJsS^HzJ.S.II-B.ieOH.m), 8.28- 
8.30(1 H,m),8.65(1 H f br) ,1 0. 1 9(1 H.br) 


92 


CF 3 


Me Me 




mp: 173 C (AcOEt) 

NMR: 6 :1 .52(6H,8) l 7.56(2H f d 1 J=8.4Hz),7.96(2H, d, 
J=B.4Hz) t 8.05(1H l d r J=8.7Hz) l 8.12-8.16(1H l m),8.29- 
8.31 (1H,m),8.65(1 H.br). 10.19(1 H.br) 


93 


CF 3 


Me Me 




rnp:223t: 

NMR: 6 :1.50(6H,s) f 7.80(1H ( d t J=8.1Hz) I 7.68(1H l d. 
J=1 .8,8.1 Hz),7.81 (1 H,d,J=1 .8Hz),8.0B(1 H,d, J=9.0Hz 
),B.17-8.22(1H,m),B.35-8.36(1H t m),8.87 (1H,br), 
10.28(1H f br) 
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Pv 

ex. 


n 


A 
/a 


R 9 


DATA 


94 


QF 3 


Me Mc 


Br 


mp: 199(- (AcOEt-(Et) 2 0) 

NMR: «S:1 ( 51(6H,s) t 7.35.7.41(1H f m),7.62-7.66(1H, 
m),7.68-7.73(1 H,m),8.08(1 H.d, J=8.4Hz) f 8. 1 8-8.22 

\ i n ,111/ t o.o/ *o.o:?i i n,i ii),d.OO( i n,UJ J, i \J.ho { in,ui; 


95 


CF 3 


Me Me 


-<3~ oh 


MS FAB (m/z):392l(M+Hr) i 
NMR: ft :1 .50(6H,s),6.80(2H l d,J=8.7Hz) 1 7.80(2H, d, 
J=8.7Hz),8.04(1H,d l J=9.0Hz),B.11-8.16(1H,m).8.26 
(1H,br),8.30-8.32(1H,m),9.99(1H,br), 10.15(1H.br) 


me 

NC F 


Ex. 


R 1 


A 


R 8 


DATA 


96 


CF 3 


Me Me 

J< 


O-Benzyl 


MS FAB (m/z):500[(M+H)*l 

NMR(CDCI 3l TMS internal standard): 6 ;1 .85 (6H,s) , 4.60 
(ZH.brJ.e.yBfZH.d.J^.AHzJ.e.BBjaH.U^B.BHzJJ.OB-y.aS 
(3H,m),7.74-7.81 (3H,m), 7.93(1 H,dd,J= 2.2, 8.4 Hz), 8.09 
(1H,d,J=2.2Hz),1 0.05(1 H,s) 


97 


CF 3 


Me Me 


OH 


mp: 211-213t: 

NMRfCDCIa+DMSO-dg.TMS internal standard) 
6 :1.67(6H l s) t 7.05-7.10(2H,m) l 7.74(1H,d l J=8.5Hz),7.84- 
7.89(2H,m),7.95(1H,d, J=1.8Hz),8.10(1H,dd, J=1 .8.8.4Hz), 
9.17(1H,S),9.23(1H,S) 



£9 




Ex. 


R 1 


R 2 


Y 


R 8 


DATA 


98 


3-CF 3 


4-CN 


0 

H 




mp: 144-1 46 C(AcOEt) 

NMR: 6 :1 .40(6H,s),6.69(2H,s),6.8O-6.63 (1H, 
m),7.01 (1H l d,J=2.4Hz),7.35-7.40(3H,m), 7.45- 
7.49(2H.m),7.65(1 H.d.J=8.4Hz), 8.54(1 H.br) 


99 


3-CF 3 


4-CN 


C=S 




mp: 194-196T 

NMR: 6 :1 .70(6H,s),7.40-7.52(3H,m),7.84- 
7.87(2H,m), 8.06-8.08(2H,m),8.24(1 H.S). 
10.02(1H,S),10.20(1H,S) 


100 


3-CI 


5-CI 


c=o 




mp: 229-230 l C(AcOEt-Hex) 

NMR: 6 :1 .50(6H,s),7.23(1 H.1,J=1 .3Hz), 7.31 

(2H,t.J=6.8Hz).7.73(1H,d,J=1.3Hz),7.98-8.04 

(2H,m),8.51(1H,s),9.73(1H,s) 


101 


3-CF 3 


5-CF 3 


c=o 




mp: 240-24rC(AcOEt-Hex) 

NMR: b :1 .53(6H,s),7.32(2H,t,J=6.6Hz), 7.71 

(1H.s),8.02(2H,dd,J=3.9.6.6Hz),8.37(2H.S),85 

9(1H,s),10.10(1H.s) 
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Ex. 


FT 


R 2 


Y 


R 8 


DATA 


102 


2-CF3 


4-CN 


C=0 




MS FAB (m/z):394[(M+Hn 
NMR: :1.52(6H t s) f 7.32(2H 1 t.J=9.0H2),7.95- 
8.03(3H,m),8.13-8.19(1H,m), 8.24-8.28(1 H.m), 
8.74(1 H i br) 1 9.16(1H,br) 



311 0 




Ex. 


FT 


A 


Y 


R 9 


DATA 


103 


CF, 




SO, 




mp: 1 45-146 C(AcOEt-Hex) 
NMR: 6 :2.57(2H,U=6.8Hz),3.04-3.10 
(2H, m).7.40-7.45(2H,m),7.84-7.88 (3H,m), 
7.92 (1 H,dd,J=2.0,8.6Hz),8.09(1 H,d, 
J=8.6Hz),8.24(1H,d t J=2.0Hz), 10.72(1 H,s) 


104 


CF 3 




so 2 




mp: 1 63-1 64 C(AcOEt-Hex) 
NMR: 6 :1.02(3H,d l J=6.4Hz),2.46(2H,d l 
J=6.8Hz),3.64-3.71 (1 H,m), 7.29-7.33 (2H,m), 
7.80-7.91 (5H,m),8.16(1H,S) t 10.60(1 H,s) 


105 


CF 3 


M^Me^ 


c=o 




mp: 180-181°C(AcOEt-Hex) 
NMR: b :1 .27(6H. s ),4.03(2H,d, J=7.0Hz), 
7.24-7.31 (2H,m) t 7.82-7.88(2H l m), 8.09 
(1H,d,J=8.6Hz), 8.13-8.18(1 H,m) f 8.32- 
8.35(1 H,m),8.42-8.48 (1H.m),10.02(1H,s) 


106 


CF 3 


M^Me^ 


so 2 




mp: 161-162 C(AcOEt-Hex) 

NMR: f> :1 .19(6H, s ),3.02(2H,d,J=6.7Hz) ( 

7.36-7.43(2H,m)7.76-7.88(3H.m),8.06-8.13 

(2H,m),8.28-8.31 (1H f m),9.91 (1H,s) 


107 


CF 3 


Me Me 


c=o 




mp: 191-192t:(AcOEt-Hex) 

NMR: 6 :1.27(6H,s),3.60(2H,d,J=6.4Hz) t 

7.10-7.16 (2H t m) l 7.44-7.53(1H,m),8.08 

(IH^JsB.SHzJ^.IS-e.lStlH.mJ.e.SS- 

8.38(1 H.m),8.72-B.77 (1H,m), 1 0.04(1 H.s) 


108 


CF 3 


Me Me 
Me Me 


c=o 




MS FAB (m/z):436[(M+H)T 
NMR( CDCI 3 ,TMS internal standard): 
ft :1.48 (6H,s), 1.61 (6H,s). 7.11(2H,t,J= 
B.7Hz),7.77-7.86(3H,m) t 7.93-8.05 (4H,m) 



Ex. 


R 1 


A 


Y 


R 9 


DATA 


109 


CF 3 


St 


c=o 




mp: 236-238'C(AcOEt-Hex) 

NMR: b :1 .80-2.02(2H.m),2.28-2.3B (2H, 

m),2.60-2.74|2H,m),7.30-7.37 (2H,m). 

8.01-8.08(3H,m),8.12-8.16(1H.m),8.30- 

8.32(1 H,m),9.02(1H,s), 10.1B(1H.s) 



-43- 



wo 
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Ex. 


Ft 1 


A 


Y 


R 9 


DATA 


110 


CF 3 




S0 2 




mp: 169-1 70 r:(AcOEt-Hex) 

NMR: ft :1.53-1.80(2H,m),2.04-2.16 (2H, 

m).2.37-2.46(2H 1 m),7.23-7.32 (2H,m), 

7.73-7.B0(2H,m),7.98-8. 1 5 (3H.m) ,8.4 1 

(1H,s),10.24(1H,s) 


111 


CF 3 


Si 


C=0 




mp: 205-207 C(AcOEt-Hex) 
NMR: *:1.79-2.05(2H ( m),2.22-2.31 (2H. 
m),2.67-2.76(2H,m),7.16-7.23(2H, m), 
7.50-7.59(1 H,m),8.09-8.16(2H,m), 8.33- 

B.sedH.mi.g^edH.sj.io^ dH.s) 


112 


CF 3 




S0 2 




mp: 21 1-213 C(AcOEt-Hex) 
NMR: 6 :1 .02-1 .05(2H,m),1 .30-1 .33 (2H, 
m),7.30-7.35(2H,m),7.B2-7.86(2H,m), 7.96 
(1 H,dd,J=1 .6,8.4Hz),8.07(1 H,d,J=8.4Hz),8 
.1 2(1 H,d,J=1 .6Hz),8.45(1 H,s), 10.24(1 H,s) 


113 


CF 3 




c=o 




mp: 284-2BffiC:(AcOEt-Hex) 
NMR: 6:1.19-1.22(2H,m),1.53-1.56 (2H, 
m),7.31-7.37(2H,m),8.00-8.05(2H,m), B.08 
(1 H,d,J=8.8Hz),8.20(1 H.dd t J=2.0,8.8Hz),8 
.32(1 H,d,J=2.0Hz),9.03(1H,s), 10.25(1 H,s) 


114 


CF 3 


Q 


so 2 




mp: 177-1 78 C(AcOEt-Hex) 

NMR: 6 :1 .49-1 .63(4H.m),1 .84-1 .90 (2H, 

m) l 2.06-2.12(2H,m) l 7.23-7.28(2H ( m) t 7.78 

-7.B2(2H,m),7.97-8.09(4H l m) 1 10.1 1 (1 H,s) 


115 


CF 3 


Q 


c=o 




mp: 235-236 c C(AcOEt-Hex) 

NMR: 6 :1 .62-1 .81 (4H,m),1 .99-2.05(2H, 

m),2.26-2.33(2H 1 m),7.28-7.34(2H ) m), 7.99 

-8.05(3H,m).8.12(1H t dd t J=1.6 t 8.8Hz),8.29 

(1H t d t J=1.6Hz) t B.62(1H,s), 10.23 (1H,s) 


116 


CF 3 


Q 


so 2 




mp: 188-189 : C(AcOEt-Hex) 

NMR: 6 :1. 22-1 .54(6H,S), 1.84-1 .88 (4H, 

m)J.19-7.24(2H,m), 7.72(1 H,s),7.78-7.B1 

(2H,m),7.95(1H f dd,J=:1.6 l 8.8Hz) I 8.04-8.08 

(2H,m),9.91(1H,s) 


117 


CF 3 


Q 


c=o 


-O 


mp: 241-242C(AcOEt-Hex) 
NMR: 6:1.31.1.42(1H,m) ( 1.45-1.6B(5H, 
m),1 .93-2.00(2H,m),2.04-2.1 1 (2H,m), 7.28 
-7.33(2H,m) t 7.93-8.13(5H,m) l 8.29 (1 H t d, 
J=2.0Hz), 10.12(1 H,s) 


118 


CN 




c=o 




mp: 294-295 C(AcOEt) 

NMR: 6 :1.18-1.22{2H t m),1.52-1.55 (2H, 

m),7.30-7.36(2H t m) t 8.00-8.06 (3H,m}, 

8.16-8.19(1H,m),8.33(1H,d, J=1.6Hz), 

9.04(1H,s),10.21(1H,S) 


119 


CN 




so 2 




mp: 171-172"C(AcOEt-Hex) 

NMR: A :0.98-1 .02(2H.m),1 .28-1 .32 (2H. 

m) ,7- 33-7.39(2H ,m) ,7.80-7.86 (2H ,m) , 

7.96(1H,dd,J=2.0 l 8.4Hz),8.O4(1H,d,J=8.4 

Hz),8.17(1H,d,J=2.0Hz) t 8.48(1H.s),10.23( 

1H,s) 


120 


CN 


Q 


so 2 




mp: 214-21SC(AcOEt-Hex) 
NMR: 6 :1. 47-1. 63(4H,m),1 .80-1.89 (2H. 
m),2.02-2.12(2H,m),7.28-7.34 (2H,m), 
7.78-7.B4(2H,m),7.93-7.97 (1H.m).8.02- 
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Ex. 


R' 


A 


Y 




DATA 












8.06(2H,m),8.16(1H,d, J=2.0Hz), 
10.12(1H,s) 


121 


CN 


Q 


C=0 




mp: 134-1 35'C(AcOEt-Hex) 

NMR: «S :1 .60-1 .81 (4H.m),1 .96-2.07 (2H. 

m),2.22-2.34(2H,m),7.28-7.34(2H t m), 

7.98-8.05(3H,m),8.07-8.1 1 (1 H,m), 8.29 

(IH.d^.OHzl.B^dH.sJ.IO.igdH.s) 


122 


CF 3 


0 


c=o 




mp: 246-247C(AcOEt) 

NMR; 6 :2.02-2.10(2H,m),2.15-2,24 (2H, 

m) ,3.70-3 .77(4H,m) ,7.30-7.36 (2H t m) , 

7.98-8.1 5(4H,m), 8.28-8.30 (1H,m), 8.43 

(1H,S),10.23(1H,s) 


130 


CF, 




c=o 




(A) MS FAB(m/z):432[(M-H) ] 
NMR: 6 A .30-1 .70(4H, m), 1 .90-2.00 
(4H, m), 2.25-2.50(1H, m), 3.70-3.85{1H, 
m). 7.25-7.3B(2H t m), 7.88-7.96{2H, m), 
7.97-8.02(1 H,m), 8.09(1 H, d. J=8.4Hz), 
8.23-8.33(2H, m) t 10.63(1 H, br) 

(B) MS FAB(m/z):434[(M+H)*] 
NMR: 6 :1 .58-1 .90(8H, m), 2.57-2.65 
(1H, m), 3.90-4.02(1 H f m), 7.23-7.31 (2H, 
m), 7.88-7.96(2H, m), 7.97-8.03(1 H, m), 
8.08(1 H, d, J*B.4Hz), 8.1 9-8.26(1 H, m) t 
8.36(1 H, br) t 10.59(1 H, br) 



*1 2 




Ex. 


R 1 


R 2 


Y 


R 9 


DATA 


123 


CF, 


CN 


c=o 




mp: 249-250 C (EtOH) 

NMR: 6 :1.63(3H,s),1.94-2.03(3H,m),2.17- 

2.28(1 H,m),3.50-3.59(1 H,m),3.73-3.82(1 H.m). 

7.29(2H,t,J=9.0Hz),7.65(2H,dd,J=5.6 l 9.0Hz),8 

.10(1H,d,J=8.8Hz),8.17(1H,dd,J=1.8,B.8Hz),B. 

34(1 H ,d, J =1 .8Hz),9.96(1 H.s) 


124 


CF, 


CN 


so 2 


-o 


mp: US-net ((Et) 2 0-Hex) 

NMR: 6 :1 .50(3H,s).1 .88-2.07(3H,m),2.22- 

£31 (1H,m),3.36-3.46(1H,m),3.61 -3.69(1 H.m), 

7.58-7.62(2H,m),7.66-7.71 (1 H,m),7.78-7.82 

(2H.m),B.14(1H.d, J=8.4Hz), 8.23(1 H.dd. 

J=2.0,8.4Hz).8.29(1H,d,J=2.0Hz),10.04(1H,s) 


125 


CF, 


CN 


so 2 




mp: 180-182*0 (i-PrOH-CHCI,) 

NMR: ft :1 .52(3H.8).1 .89-2.07(3H.m),2.22- 

2.31 (1 H,m),3.39-3.46(1 H,m),3.61 -3.68(1 H.m), 

7.39-7.45(2H,m).7.84-7.90(2H,m), 8.1 3(1 H.d, 

J=8.8Hz).8.22(1H,dd,J=2.0,8.8Hz),8.27(1H,d, 

J=2.0Hz).10.03(1H,s) 


126 


CF, 


CN 






mp: 149-150*0 (EtOH-(Et) 2 0) 

NMR: 6 :1.49(3H.8),1 86-2.07(3H.m).2.20- 

2.30(1 H,m),3.28-3.42(1H,m).3.56-3.68(1H,m), 

3.84(3H,s),7.03-7.13(2H.m),7.70-7.75(2H.m). 
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Ex. 


R' 


R 2 


Y 


R 9 


DATA 












8.13(1 H,d f Js8.8Hz), 8.23(1 H,dd,J=2.0,8.8Hz). 
8.29(1 H.d.J^.OHzU 0.02(1 H.s) 


127 


CF 3 


CN 


0 

H 




mp: 1 82-1 84 C (CH ? CI 2 -(Et) 2 0) 

NMR: 6 :1 .53(3H,s),1 .86-1 .95(1 H,m),1 .97- 

2.20(3H,m),3.59-3.67(iH,m),3.75-3.B3 

(1H,m) l 7.23-7.28(2H l m),7.52-7.57(2H,m) l 
8.07(1 H,d, J=8.4Hz),8.18(1H,dd.J=2.0,8.4Hz), 
8.33(1 H,d,J=2.0Hz),8.35{1 H,br),9.97(1H,S) 


128 


CF 3 


CN 


0 

H 


CH 2 CH 3 


mp: 173-17SC (1,2-diCI-Et) 

NMR: 6 :1 .00(3H,t,J=7.2Hz),1 .46(3H,s), 1 .76- 

1 .84(1 H t m) , 1 .86-2.02(2H f m) ,2. 1 0-2. 1 9 

(1 H ,m), 2.95-3.1 0(2H,m) ,3.29-3.37(1 H,m), 

3.51-3.60 (IH'jm), 6.24-8.30(1 H,m) f 8.07(1 H.d, 

J=8.8H2), 8.13(1 H,dd l J=2.0 t 8.8Hz).8.31(1H.d, 

J=2.0Hz), 10.150H.S) 


129 


CF 3 


CN 


0 

"NT 
H 


Me 


mp: 167-16Bt: (AcOEt-Hex) 

NMR: 6 :1.05(3H,t,J=6.4Hz),1.46(3H,s) ( 1.75- 

1 .83(1 H l m) l 1.B6-2.02(2H,m) t 2.10-2.20(1 H,m), 

3.31 -3.38(1 H,m),3.52-3.60 (IH.m) ,3.65-3.78 

(1 H,m),5.93( 1 H, d. J=B.8Hz),8.07(1 H,d, 

J=8.6Hz),8.12(1H,dd,J=1.8,8.6Hz) I 8.30(1H t d, 

J=1.8Hz),10.17(1H,s) 



*1 3 



Ex. 


Structure 


DATA 


131 




MS FAB(m/z):392[(M+H) + ] 

NMR: 6 : 3.60-3.75(1 H.m), 4.20-4.30 

(2H, m), 4.35-4.60 (21^, m), 7.25-7.34(2H, 

m), 7.68-7.76(2H, m), 7.95-8.20(1 H, m), 

8.08-8.14(1H, m), 8.30(1H, br) t 10.83(1H, 

br) 



Com :it£#>#^ 
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1. TU-flxit( 1 )T-^n^T->^Ti/«T->/l'T^yKgl^*XlW>>liii 



R 3 : **JW^XttfittT/l^/US 
nrOXIil 

R", R R , R 6 ftT*R^R-XttJ**oT**JK* f B*»*LT^Tt Av^«*T^/w- 



A 1 &VA 8 :|gI-XI4ft*oTtt^XI*<ft»7/U*U>'S 

2. TIE— 1 )^Zft&Ti'A'7i;mk7i/tl,T-Wftyt#J.lZ : t<Dl& 




(I) 




(I) 
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n: OX Hi 

R\ R\ R'^^R^^-Xl^^oTTt^JJjii 1 , ^S-^^LT^TtfNiV^^T/U^/U 



3cW*. R^R-V^-^^oT^xd^^^/uTV ^Tt^l/^>^nT/^/US^rML 
Z:Y-R 9 

Y . ^ — C— — S— X (i — C-N— -C^tl^S 
mrOXIll, 2 




(I) 
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n:OXntl 

R«XHR 5 , R c SO t R : :|53-Xfi^oT7K^(i'-, Xttl#±coRI-Xtt#i*ofc, ad 
*V*tt. R^R^^-^t^oT^o^^-^/uT^T^ftV^^^aT/U^/^^figL 

^V^IiR 8 tRVjS-^^oT^g^v- ; 5rpT/^U>E-^mLTtJ:< > Xttn/JSlWt 

#R 7 ,tR^S-^^oT^M^^PT/Pdr^>*^^LTtJ:V\ 
Z:Y-R 9 

Y: St ~C— — S— X{T t — C-N— T^il^g 

TV^Tt>«tV>Ty— /V, 77^-A', 77^=* %L<tt7!)->\'tti/1&lR.7/l>* 
R 3 &t*R 10 : *3tj£* Xli||i7^f/H 
m:OXIil, 2 
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4, n#0T&«3, R'XrtR r, ^-Xrt*/foT**lS(-r-. Xltl £AJ-.»P-XrtR3jiio 

5. #T«Mfc5i¥«ffc&foXtt*«D^ 

N- { 1- [ (4-i/T./-3- hy7/P^-n^/P7j:-/U)^/W<^/P] - 1 -^/Ucrf- 
/U}-4-7/M-n^>X7S:K; 

N- { 1 - [ (3, 4- •>*v'7y7i=;l')*^/<^yl,] - 1 -^/U^/W) _4_7yu^- n 
^Z/XTSF; 

N— { l-[ (3-^dd-4- v-T/-7^/W)#/^^/i/]-i -p^l^^/H -4-7 
/M-n-<>X75K; 

N— { l-[ (A-i/TJ-Z-YV7f\'$-u*=}-fr-7^=.;V)l)/\s;<^;\,] - \ -^/Urcf- 
M-2, 4, 6-hy7/P^-n^>XT5KX; 

4-^dp-n- { i - [ (4-^Ty-3-b]}y/^c^^y^/u) -1- 
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